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2 9 ~ 3 1 © v > -rn^— js t iB«©^ffl . 
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3- 7i-j^d e;u3-(4-^^;i/tf^u vV)t*p tf;i/x-^;u 
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3-7 i^7d tf ;P3- (3. 5-h5>7- v 5 / ^;utr^ u y^7*P ifjux-^ju 
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3-7x x;i/7*p tf;U3- (N, n-^x^;pt 5 y ) 7 p tf ;ux-^;u 
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r i t r i ©a: ( a) x*mm <d & <d l . 




(V) 



Mb 6 7 ] 




Mb 6 8] 
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— < N 3K3~^ < vb > 

S 

Ut6 9] 




(Vc) 



(Dm : 

2- ( (2- tf ^ U 5? y XfJW 75y)^>yf7 

2- (6- tf ^ U 7^^75»^> , /f7 , /-Jl' 

2-y ^;m- (3- tr< u y/a tr;uT s y ) + y u > 

2-y^;H-(6-t:^u x < /^*->JV75 »=^y u > 

7-^a;i~4-(3-ti^'J> ; y^'af;uT5y)4 : -y u > 

7-;? p ;p-4- (4- tf ^ 'J v y v^)vr s y ) * y u > 

7-i7a;u-4-(8-e^ i Jv ? y^-^^;t'T5y)*y u > 

7-^p;i^-4-(io- tf^'j >?y r^7 5 y)^y u > 

7-/7a;i/-4-(i2-tr^u vy Kf-^TS y)*y u > 

7-^oju-4-(4-(3-tf^u> ? y^'D*4 : -'»^xnji'T5y)^y u > 

7-/7 d jp-4- (2- (4- (3- u >v y □ >0 7i-jW x^;u7 5;)*/'J> 
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i-(5-7i;+^>^w-^'^> 

l-(5-7i/*i"<>5 1 Jl')-tDU^> 

N- (5- "7 x y * 3"* > ^ - * 5 1 > v T ^ > 
N-X^;UN-(5- -7x7* 2s<*>9-M - 7*n tf a > 
l-(5-7i/ + ^>f^)-2-^^l't'< l Jy> 

1 - (5-7 x y * >^;w -4-y n tf )n>< 'J v > 
i-(5-7 x/t^ >^;w -4-y u y 

i - (5- 7 x y * -3- y e ^ u ->* > 
i-7tw-(5-7x y *->^>^;» -t'^v> 
i-(5-7i y *->^>^;w-3. 5- h ^ >7.-s^y e^u s» 

l-(5-7x/*y^>fJl') -3, 5-cis-i^y tf^'J v> 
l-(5-7i^->^>fJl')-2. tT^'J v> 

4-*J^X h + y-l-(5-7i/ + y'Of - ^'J -7> 

3-# ;i/#x h * 1- (5-7 x y * >^;u) - tf^ U V s > 
i-[3-(4-^i'o7D tr;i/*j^-^7 xy 7°n tr;p] - e^u ->*> 
i-[3-(4-T-tr^7xy+^)-2-R-y^uyotr;u]tr^'j^> 
l-[3-(4-y77 7x < /=lry)^nfJH-4-^fJHf^Uy> 
l-[3-(4-y7;7x;*x)7D^]-3-^^^ l Jy> 

,_ [3 _ 7x/*y) -2-s-y 3^7*0 tr;i/] tf s? y 
i - {3- [4- (3-** v m 7i;*->]7'd e;w tf ^ u s> > 

1 - [3- (4- f/T y -3- 7 )V* n 7 x y * -» 7°D tf ;nf ^ u >. 
1 - [3- (4-n h n 7 x y * -» zru e ju] -3-y tf ^ u > 

l-[3-(4-y7y7x;*y)7a tf ;U] -2- y tf ^ U 5? > 

1 _[3-(4-- hD7xy^y)7D e;w-2-y 3\>wtf^u ~yy 
i - [3- (4- - h a 7 x y * y) 7* a tf ;u] -4- y ^;nf ^ u ->* > 

l-[3-(4-y7/7xy*y)7'D tf 7U] -2, 6->* y tf ^ U v > 
!-[3-(4-7'Df^7iy + y)7'af;H-3-/fMf^ l Jy> 
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1 - [3- (4- Z O 73- )V* iHK^l/ti')^ WW K^'J 

i - [3- (4- y ? p ^>3\>i^ ^7 1 / * -» 7 o t*;w tr^ u v > 
,_ [3 _ (4 _ ^ 7 y 7 x j * >,) 7 □ tf ;H -c i s-2-/ ^p-s-x^ tf * 'J v > 

!- [3-(4->7 / 7 x J * » y a tfjW - h 5 >7>-2-y ^;U-5-X^Utf * U >* > 
I- [3- (4- ->7 y 7 1 y * -» T'D MM -c i s-3. 5- a J / ^ If* U V > 

l- [3- (4-7a tr*^;i/7 7" p tf -4-y tf ^ u -7 > 
, _ [3 _ D - ;p 7 x y * -» 7 p tr ;u -2- * ?-)v m * g -7 > 

l-{3-[4-(l-t HD*>'7'Pt!;W7xy*S']5 r DhrjW-3-^^Hf'< , J^> 

i- {3- [4- a - k k p * ^p e;» 7 x y * ->] t*p mm -4- * ^;nf ^ u s> > 

,_ [3 _ (4 _^p VX-fr? x / * ^) 7p tf JW -2-^^;i/ 'J v > 

1 _ [ 3_ ( 4_yptr*-jU7xy+-»7ptf;i/]-4-^5 1 ^e^u> 5 >^ h+^a 

l-[3-(4->7/7i/ + '» y'o MM -b7>X-3, 5- 5? * 3^ t'^ U v > 
j_ [3 _ 7p tfJl/*;l/^;U7x / 7*o WW -b5>X-3,5-y/ 

^;utf^gs?> 

1 _ [3 _(4_^^pype;i'*;i'7}?-;u^xy*^)yp^>'W-->^-35-vy^tf 

l - [3- (4-# M^h+^iy + ^yn WW Mi U >* > 

i-[3-(4-^p^^^xy^^)7Ptf;i/]-2-y^;pe^'J->*> 

i - [3- (4- 7 p tf 7 x y * ~» ^ p MM -2- y tf ^ g ->* > 

, _ {3 _ [4 _ ( i -x h * is -y d mm 7x^^]^ ww -2- y tf ^ u -7 > 

i- [3- (4-y p tf x y + 7p tf ;W -4-y 7)v M i g s> > 

!_ [3 _ (4 _- |,d7i;+x)7d tf ;w g ->* > 

1 - [3- (4-N, N-y^f^W>75K7xy*J')7 , Olf;Hlf^U^> 

i - [3- (4--r v 7" p tf )v y x y * -» t* p m M tf ^ g ->* > 
i-[3-(4-sec-7^7x y 7'p ww m^j^j> 

1 - [3- (4-7*o M )V7 x 7 ^ » 7*P tf ;W tf ^ U 5? > 
l-[3- (4-Xf^7i/+y)7*0 WW tf^U v ? > 
l-(5-7i/+'>^ >^ JU) - 1 . 2, 3, 6-t- h y t H P tf U S> > 
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, _ [5 _ (4 _ - h a 7 x J * -» - * >TM - 1: oU v > 
l-[5-(HaD7i;*^)-^>^W- t_P"J v> 

,_ [5 _ ( 4_^ ^^xy*^)-^^/]- _p'J-7> 
i - [ 5 - (4 - * ^ 7 x y * -» - ^ > ^ - tr d < j ->* > 

l_[5-(4->y/7x/^-»-^>^;U]-tfP>J v> 
,_ [5 _( l _^^^;i / ^f»-^>^H-t!P'J> J > 

,_ [ 5 _ (3-/7 d p 7 x y + yj-M - t_ P <J v>> 

l - [5- (4-7 x 7 x y * -» -1 >3^H - _ P U > 
J-{5-[2-(5, 6, 7, 8-tert- 1 HP _h7?-;i/) -«>7M - _ n U -7> 

!_[5-(3-7 i^7i/+y)-^>WH - tTP U v > 
l-(5-7x/+~>^>5 1 ;W-2.5-v_ HP_P-JW 

l-{5-[l-(5,6,7,8-tert-t HP^7^)-^*~>3-^>5 1 >'H-fcrPU ^> 

l - (4-7 x / *2>7*iPiW - tf P 'J ->* > 
l-(6-7x/ + ->^\+ ->;w - _ □ 1) 5» 
l-(5-7irjW : ^>fJl') - tfP 'J ->*> 

i - (4- 7 x r. ji^* 7* e^w - tr p u v > 

!-(3-7xy*y7 , Dtf^)-t-D'Jv> 

i-[5-(3-^fD7i/+y) -1>9-M - tf p U v > 

l-[5-(4-7 Ma 7i / *x)-^>f M - ^ D 'J 

, _ [ 5 _ ( 4 _ - H a 7 x J * -» >^;w - 3-* - bf ^ U v > 

|-[5-(4-7tf^7i/* ~» -*>*M -tfP'J v ? > 

i-[5-(4-7i/7i/*y)- / O^W-^D'Jy> 

i - [5- (3->t y 7 x y * » yf-M - _ a u s» 

N _ [3 _ (4- - ha7xy*v)-7*P _JW - > 

N- [3- (4-/7/7i;*y)-^ KJH - vX^^T 5 > 
l_[5-(4-^>vV ^7xy*iy)-^>^>>l/|- _pU~7> 
l-(5-[4-(7x^7-_fJl')-7xy*y]-'<>fJH-l-P | Jy> 

N- [3- (4-7 _^U7 x y * » - 7*P _ JW - v*X^7 -t > 
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l-[5-(4W5H7x; + y) >7M - tf P "J S J > 

l- [5- (4-7 iy*i/7i/* *»-*>j-m - tra ij s» 

1 - [5- (4-N-^ >X75H7i/*yM >^;W - tf D U 5? > 

1 -1 5- [4- (I- 1 H D * ->X^;U) -7i/ + y]-^ >?JW - e P 'J -7 > 

i- [5- (4-^7 y 7 x y >?;H - -7X^;P7 5 > 

l- [5- (4- y 7 x y * s/) -^>^;W - tr< u ^ > 

N- [2- (4->7 7 7 x 7 -X^-Jl/] - 5 > 

N- [3- (4-77 y 7 x y * vO - 7*P tf ;H - *J*?)V7 % > 

n-[4- (4-v-t y 7 x y 4- 7) - - vxg^i/7 5 > 
n- [5- (4-^7 y 7 x y +-»-^>5 1 ;H - -77*p tf;u7 5 > 
i-[3-(4->7 y 7 x y - 7*0 e;W - en u > J > 
i-[3-(4-i/7 y 71 y -7*p tf;n - tr^u 7> 
n- [3- (4->7 y 7 x y * -» - 7*d tf ;w - ^-tr y 9- v >-r s > 

N- [6- (4-77 y7x;*-»-A+ - xXfJl^7 5 > 

N-[3-(4- ->7 y 7i/*y)-7"D tf ;W - x7*P ifJlT 5 > 

N-3- [4- (1- 1 h* P * 7X^J|/) - 7 x y * 7] - 7*P tf )V- 7X^7 ~L 7 

4-(3-yX^75/7 > D^y)-7th7xy>-**yA 

1 - [3- (4-7 -fe ?^7 x y * 7) - 7*0 tf - tf 1 U v 7 > 

1 - [3- (4-7tWx^y)-7Q tf JW -l-*^)V- tf ^ «J V s 7 

i - [3- (4- 7-fe ^ 7 x y * -» - 7* a e jw - 3, 5- h 7 >t. - v y - tf t y -7 

> 

i-C3-(4-7-fe^;P7xy=^-»-7o tf ;u] -4- y ^ - tf * y 7* > 
i - [3- (4-7'n tf ^-x;i.7 x y - 7d tf ;u] - tf ^ y 7 > 

l-[3-(4-7tf^7x7 + y)-7n tf Jl/J -3, 5-c i s - 7 y ^ - tf * 'J 7 7 

i-[3-(4-7*;w5^7xy*-»-7*ntfjw-t:^y s» 
1 - [3- (4— r v y Jy 7 x y * -» - t*p tf ;H - tf ^ y 7 > 

N- [3- (4-7*D tf ^-Xjy 7 x y * v) - 7*a tf;H - -7X^-^7 5 > 

[-[3-(4-7*^y jy7xy*x)-7"ptf;H-f^y v> 
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l-[3-(4-7-fe^-7x J *»-7*p 3, 6-x h ^ t H D 'J 9 J > 

a-(4-7t^7i;*-»-o'-(4-^f;Vt!^'J->V) p-*->P-^ 
tt-(4-7t^7x/+-»-a'-(3,5-cis-y^^^'jyy)p-=lr'>DHV 

a - (4-T -fe x;*y)-a'-(3,5-t rans-v 5 * ^ 'J V J ) P > a - 
a-(4-7-fef^7i/*-»-a'-(2-^^^ al J^^) p-+ ->□—;!/ 

syp— ;u 

3-7iz;^d e;i/3-(4-^^;ue^u yV)7"p tr^x-T^u 
3-^x^^pt°;P3-(3, s-cis-v^^tf^u v ? y)7'ptf;kx-^;i/ 
3-^ixji/yp e;w-<3. 5-1-7 >*-s?*^;n£iy ^)7*n tr^x-x^ 
3-7i^7d (3-y ^-)V\f.^ u y ) t*d e;ux-^;p 

3-^ jiXJI/^p tf;i/3-tfP 'J ->V7'd tfJUx—xJU 

3-(4-^ dd7 x.xji/) t*d e;P3-(4-^^e^u 5?/) ^p ejux-x^ 
3-(4-^7 d p 7x^jw ^p e;i/3-(3, ^jnf 'J sv) :t*p tfjvx-T- 

3- (4- ! ?D07x^)7'P K ;W- (3. 5- 1 rans->> * ^ tf ^ U i> J ) ^ P tf^X- 

4- (6-fcf^'J yy^yJl'75 »*y u > 

2- y (3- tr ^ u v y ^p tf 5 y ) * / 'J > 
2- y ^;w- (6- tr^ y s> y ->^t 5 » * y y > 
7 - /7 n ju-4- (3- tf ^ u v 5 y -y p tr;p t s y ) ^ y u > 
7-^p;i/-4-(4-e^y ^y 7W5/)+y u > 
7-^p^-4-(8-e^u *i7^;uT5 y)^y u > 
7-i7p;y-4-(io-e^u 5?/fy^7 5 y)*y u > 
7 _/7 a;u-4-(i2-tf^u i/V.Hfy^s y)+y 'J > 
7-i7n;i/-4-(4-(3-e^u> J y7*p^=¥-fy)-7xx;i/T5y) + y u > 
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7 - ? d n-4- (2- (4- (3- tr * u ->* /yD#*-»7x x^t 5 j > * y u 

> 

4- (6- t^D ->* y / -f ^) 7 i-m- t*^ y vv y a 

5- - h d-2- (5- tf i y y ^>5^;u7 s y ) e u v > 
3- - h n-2- (6- y s> y * >^^7 s / ) tr u ^ > 

5-75 /-2-(6- t^U Jl'/S y ) fU v > 

2-(6-tf^y j;y^i/*75y)*-/ u > 

n- (4- * d p ^ > ->*;w -n-> * p ->^-3- tf * y ->v y p tf ;k v 

2- (6- tr^ g y yv* s »^>V^rv-)V 
lo-tr^y y;f->;i'7$> 

3- 7 x -;i/-/P ^^3- (N, N-ylf^T s;)^a fcfJWX— 5^1/ 
N-(3-(N. N-ylWS y)ya^WN'-7i-^t 

N- 2^ P ^ -> ?^-N' - (3- fc^ U 5* ^'D fcMM &T=.5» 
N _ ( 4 -yot^> ->*;W -N' - (4- 1*^ 'J v 5 / -PS-M * )l>7.7 5 H 
3-i7D;P-N-(4-tr^y i>V7^)-N-*3^-^>-fe?>7Jl'*>7'^ H 
N- (4-i7PP'<>> f ;l/) -2-(4-^'Jy^fiW7x^)X^>7iy> 
|-(5->^P^->Jl'^>^/x;|/) (!,4-t'tX>Jy> 

h 7 >^-i-(6->^ a^+vJH-^^t >-i -'f ^) tr^y s» 

1 - (2- (5. 5- 5> ;* ~ -> >-l " < ~> * ° ^ D K * U y > 
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[0 0 0 1] 

[0 0 0 2] 
[«<7>&ffi] 

mmftlzmz (Scbwartzjt, Physiol. Rev. (1991) 71 : 1-51) . 

o 

[0 0 0 3] 

i^$nfc-fSy , /-M!£ftl)t7^5>lliftT'^^ (GanelliniiArs Ph 
armaceutica, 1995, 36 3. 455 468 ; StarkiiDrug Future. 1996, 21(5), 507-5 
20) 

S tlTl^ EP 197 840, EP 494010, WO 93/14070, W0 96/29315, W0 92 

/15 567, W0 93/20061. W0 93/20062, W0 95/11894. US 5 486 526, W0 93/1210 
7, W0 93/12108. W0 95/14007, W0 95/06037. W0 97/29092, EP 680 960, W0 96 
/38141, W0 96/38142, W0 96/40126) „ 



( 48 ) 
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JKTXSUcMLTtePlazzi ii Eur. J. Med. Chem. 1995. 30, 881, Clitherow 
M. Bioorg. 8 Med. Chem. Left. 6 (7). 833-838 (1996), Wolin ii Bioorg. & 
Med. Chem. Lefl; 8, 2157 (1998) 

AP-4 5 o£a43«fctf/*fcttVKe>*vDn:/^>£©XS«UB***0» M 
[0 0 0 4] 

(J-M. Arrange., Eur. J. Pharmacol. 1985. Ill: 72-84) , phencycl idine 
(J-M. Arrang it., Eur. J. Pharmacol. 1988. 157: 31-35). r-i^'Jfh < 
dimaprit) (I-C Schwartz it., gents Actions 1990, 30: 13-23). aoiftT> 

(clozapine) (M. Kathmann it.. Psychopharmacology 1994, 116: 464-468), 
*5cfc^-fe7.+T-)V"^> (sesquiterpenes) (M. Takigawa 31., JP 06 345 642 ( 
20 Dec 1994)). d tl 6 ©ft^WB-SMWHSffiflUS **r*«, -tOf^ffl«ffi«>T 

tt»J. 4fK:#S!fea (^a-y-'tr» *fc»4*M«l* (7i>^'J^» ©f&* 

[0 0 0 5] 

-;i/4(5)-^#<DSSte#*3nT^fc. 
[0 0 0 6] 
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[0 0 0 7] 

[0 0 0 8] 
Mb 7 0 ] 



[0 0 0 9] 

Wtt^f S ^/-)Vm<D 4 ( 5 ) fig L i * K k X * 5 > H 3 13 

|s|— TtS/ioTfeJ;^ : 

1) fiR7A***fctt5'J' D7JMp;W 

2 ) fi&fng*^* SR : 
[0 0 10] 

Mb 7 1 ] 



[0 0 11] 

(ddT', mli2~8ST©t*gf) » 
3) ###»j:F«&*lS£*£*St : 

[0 0 12] 
Mb 7 2 ] 




i) 
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(CHRa) p jcRb 
^ (CHRd) q -\cR c 



[0 0 13] 

4) ^l/^'J/S. 

5) N-g&£nfct?^>va : 

[0 0 14] 
Mb 7 3 ] 



[0 0 15] 

z.~c, RttffiJ»7 , ;u=ir;k *;w«7JP3*->» tu-;k 

[0 0 16] 
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[0 0 17] 

[0 0 18] 
[0 0 19] 



Hb7 4] 
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[0 0 2 0] 

7)i^m (R a ) Mit^i;TH$$nT^T ; bct< , itK^^gTEg 

R3*3«tOCRbgttg. (CRaRb) ^#T5^fcpg-Tfc&fco T^Tfccfc^. fcf^ 
*«E(0i&<B#£LVMfc^tttt* 5t(A)-CRi*J:UC R2 at^M^ 

[0 0 2 1] 
[ft7 5] 

(CHRa) p 4cRb 

ii) N 
[0 0 2 2] 

/^^> 

« 
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[0 0 2 3] 

to***-*-*. 

;i^;k r^av-ok 7a-f;w 7>j-;kr;k*>/-f ;k 75/. #;k^*-> 
>-7"jk*;k 7Jk&-— ;k t;u+-;k Wt^h. x;i/7 7K Jk #;ktf 

NRiRz^M^jttN-e^snfeif^^^ya^N-B^T-t^tr^^v 7 /^^ 

[0 0 2 4] 



Mfc 7 6] 




[0 0 2 5] 
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n 3 (J0~5STWlSTife 0 , 

R3tt«-*£HfcSfeftLTT8ai) ~3) ®^i*n*^*b : 

1) Anyj'Bf, 

2) ii7Jl/^K ^D7/I4;k h'J7PD^Wk 7<J-;k 7JU3* 

y. 7U-W+H5A 7W^iPtH5y 

*;|^-;U7JU*;K *^#7;W3*^ 7U-^7^SfcWyA« 

Ri<tR2«-tffiCD5S; (A) T5£8tf>t><£>"t?&3. 
[0 0 2 6] 

-ffr&fc-e**. ^/-Sttty-ii^x-;^ (n, = l*fctt2) SWT* 
V>„ Z.OWDtt&S&i (n 3 #1T*4) tttRH4/\ny>W< ^7/, -h 



( 55 ) 



£ SfcffLlMfcSW*. R3A<CN. N0 2 . C0CH r C0C 2 H 5 , H 3 C-C=N-0H> H 3 C-C 
H-OH. y^DJJl'+^-CO. ^jK.«->^P^Ptf;l^C0TS-5t)OT*?). R 3 <D 

[0 0 2 7] 

o 

TVM^k 7U-;i'7KJl'Sfctta-fc HD+y7^+;HtW7;^^S^ 

[0 0 2 8] 

l-(5-7x/ + ^>^JW - fcl^'J >*> 
l-(5-7i; + >"<>fJW -tnUy> 
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n-x^;u-n- (5-7i;+ >5 L ;W - 7p tf ;i/7 5 > 
1 - (5- 7 x y * ^ >fM -2-* ^ tf ^ u v > 
i-(5-7x ; * ^>fJW-4-^D wi/- tf^'j>7> 

l-(5-7i/ + 5"<>?JM -3-^^!/- fcf-^'J v > 
1 - 7 -fe ^;U-4- (5-7i/*->^>^)-e^7y> 
l-(5-7x; + ^>f;W-3,5-f7>X-y^^l'-^ l J s» 
l-(5-7i^^ >3\>W -3, 5-^7> - 3^1/- tf* U 
1 - (5- 7 x / * 2"< >^;i/) -2, 6- i/7 - * T-JV ~ f ^ 'J V > 
4-A;^Ih*y-l-(5-7 x / +->^>^;W - tf ^ U S» 
Z-ts + ->-I- (5-7i/*^ >^J» -^'Jy> 
[0 0 2 9] 

, _ [ 3 _ ( 4 _ ,> /7 p ;/ D /I > * - )V 7 x 7 =*- ^) y P tf M - tf ^ U V > 

i-[3-(4-7-fe5 1 ;u7x/^-»-2-R-^^;^ptr;i/]t:^u> f > 
i - [3- (4->t y 7 x y * » t* p tf ;w -4- y t: i y > 
i-[3-(4-y7; 7i / 7*p e;W-3-/f ;nf -y > 
i-[3-(4-7tf;i/7i;+y)-2-s-^f^7 , p tf^y 
i - (3- [4- (3-** v 7^;w 7i;*y]7a tf ;w tf ^ y > 

l-[3-(4-y7y-3-7MD7i/*y)7'n tf M tf ^ <J 5? > 

j _ [3 _ (4 _- h D y x y jf. -» 7p tf jw -3-y ^ tf ^ y s> > 
l-[3-(4-y7/7iy*y)7'a tf ;n -2-y tf ^ y > 
1 - [3- (4- - HD7x^y)7a MM-l-^)^ V* 'J S> > 

i - [3- (4-n h p 7 x y * -» 7d kjw -4-y 5\>u tf ^ y s> > 

l-[3-(4->7;7i;+y)7'oM-2 1 6-y^f^tX'Jy> 

, _ [3 _ (4_^p e ^- - )V7 x y * -» 7n e;w -3-y 3MHf ^ u s> > 

1-[3-(4-/7D7?>AM"^7i/' ^-»yatf;Htf^y S>> 
1 _[ 3 _(4_- >i /p^>^>^;^-;i / 7xy + ^)7"Ptf^] tf^'J v> 
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l-[3-(4->7 7 7x7*S» zTa t!;H - 5'*-2-*?-;i<-5-X^;H£'< , J >*> 
|-[3-(4-y7/ 7x7 7*P WW "1^7 >7.-2-^^;U-5-X^;Uf^>J >'> 
(0 0 3 0] 

, _[3_ (4 _- >7 y y x y * =y) 7" □ tf;U] - >X-3. 5->*7 7^1/ b!^ U S> > 
, _ [3 _ (4 _ y D tT^- - x 7 * :» 7p MM -4-7 tf ^. U 3> > 
, _ [ 3 _ ( 4 _ 7 a h: * x;u 7 x 7 + » 7p \± M -2- 7 ^ fcf ^ U v > 

,_ { 3_ [4 _ (l _ t h d*->7*d tr;w 7xy 7p e;n-3-7^utr^u v> 
i _ {3 _ [4-o-tHP+y^D tr;u) 7 x 7 * ->] 7d mm -4-7 3MU tf< 'J > 

j _ [3 _ (4.7- p e * - ;u -7 x y + 7 n t* ; W -2-7 3MWt? 1 'J S> > 
l_[3_(4-ype^-;i/^x7*-»7ntf;i']-4-75 L ;Hf^.U> ? >7 h*~>A 
j _ [3 _ ( 4 _ =,7 ; -y x j -» 7-0 fcl jW - h 7 >*-3. 5-^7 tf ^ U S> > 
i_[3_(4->^ P7 - p )\,-&=.)V7 x. 7 +-»7n tf;W -h7 >7>-3. 5-:x7 

1 _[ 3 _(4_^^p :7 ''p^;^;i / 7}<zi;i/7x7*^)7nfcf;U]-cis-3, 5-v f 7^;Utf 

-oa>- [3- (4-* ;^/h*->7iy*x)yptJHe^ g v > 
i-C3-(4-7o^-;i/7x7^-»7p tr;H-2-7^;i/f^g 5» 
i-[3-(4-7d ft^7i;+y) 7d e;i/]-2-7^;nf^u >*> 

l-{3-[4-(l-Xh^->7at;W7x7+^]7ntf;l/}-2-7^;Utf^g-7> 

i - [3- (4-t*p et-ji/7i;+y)7"a MM -4-7 ?^ tr ^ g v > 

l-[3-(4-7'ot7i/ + -»7'ot;H^ l Jy> 
i-[3- (4-x KD7i/=lry)7*n U v 5 > 

1 - [3- (4-N. N-y/f^7*>75K7iy*y)7*atf;i/]e^'J->'> 

i - [3- (4-< y7"D e^7i / *y) 7*p e^u •>'> 

l-[3-(4-sec-75^U7x 7 7*P k*;H fcf^U 5» 
l-[3-(4-7'Ptf;U7x7 + -»7DtfJW ^Uy> 
1 - [3- (4-X5 L ;P 7 x 7 * 5") 7" P tf ;U] tT 1 'J is > 
[0 0 3 1] 

|-(5-7i; + M>fW-l,2,3.6-fh7tKok'Uy> 
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!-[5-(4-- h □ 7xy+-»-^>^H - Kn U 5» 
l-[5-( 4 -^ p D 7x;*-»-^>^H - KDU 3» 

i-[s-(4-^ h*->7x;*x)-o?;i']-taij-> , > 

l-15-(4-^^U7i/ + »-^>^Jl/)-t!D>J^> 

l-[5-(4->'7y7xy+J/)-^>5 1 ;W-tn , Jy> 
, _ [ 5 _ (2-^- ^ ^mu** » - * >^JM - 1! d ij > 

, _ [5- (i _ y ^)V***s) - * W -ea«JS?> 

l-[5-(3-£ DD7xy + x) -^>3MH - kf a >J v> 

l-[5-(4-7x-^7iy+-»-^>Wl']-Ha | Jy> 

l-{5-[2-(5, 6, 7, 8-tert-t HD^-7^JW -*>^M - tfa U >*> 

l-[5-(3-7x^l/7i/=lr^-^>^H-t Dl J^> 

l-(5-7x; + M>^)-2,5-yfc: HPtfD— Jl/ 

l-{5-[l-(5, 6, 7, 8-tert-t H □ 1 7f JW - - <>^H - t a 'J y > 

i-(4-7x;+y w - tr o u s> > 

1 - (6-7 x J * S^W - e D "J 3> > 
]-(5-7xrj^t^>f^) - tP U V s > 

i -(3-7x y *~>:t*p e ;u) - tf d u 

i_[5_(3-- ha7xy*^)-^>5 1 Jp]-traij> ? > 

I - [5-(4-7;i/t a 7 x - ^>f JH ~ t!D U v J > 
[0 0 3 2] 

,-[ 5 -(4-- FP7x/ty) -*>7M-z-* tr^'J s» 

l-[5-(4-7tf Jl/7x^ *y) - 'O?^] " t:^ 'J •>'> 
1 - [5- (4-7 $/7x7*y)-^H-^D'Jv> 
l-[5-(3-y7/7x; : lry)-^>^H-k , D | Jy> 

n-[3- (4-n hD7xy*-»-yp if - ->*x^;u7 = > 

N- [3-(4-y7y7x/*y)-7'P tf ;W - v»x5MI/7 5 > 
1 _[ 5 _(4-^>y<;l,7 X y^-»-^>^>il/]-tfPU> ; > 
j _ {6 . [4 . (7x -; l ,7tf;i/)-7i7 + y]-^>^H-t D, J >*> 
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K- [3- 71;*^)-^ - ~?3-?-)VT = > 
l-[5-(4-7-t^S ^7xy + y)-^>f^]-^DiJy> 
!-[5-(4-7i;*y7i/^y)-^>^H- tau> ? > 

1 - [5- >xt 5 k 7 x j * -» - < >^M - tr O u v > 

l-(5-[4-(l-t FP+->l^)-7i; + y]-^>fiH-toU^> 
l-[5-(4->7;7zy + y)-^ >W] - 5 > 

i-[5-(4->'T/yxy^5»-^>^W-tr'< , J v> 
N-[5-(4->7/7iy*-»-^ >^;w - ->* * ^;ut- 5 > 

N- [2- (4->7/7iy+»- X^;H - *J*J?iV7 s > 
K- [3-(4->T / 7 x 7 - -fa \LM - 5 > 

n- [4-(4->7 ;7i/+y)- - ^x^;ut s. > 
N- [5- (4->T y* 7 x / * -» - ^ >^;W - x7"n tf;i/T 5 > 
1 - [3- (4->T y 7 x y * >-) - Zfu MM - tr D U > 

i-[3-(4-i>7/7xy+^)-yatr;n-^u^> 

N-[3-(4-y777i7+y)-7 , a^]-A+1}-^fl/>^7S> 

N- [6- (4->777x/*>')- ^+ - vXf^7 5 > 

N- [3-(4-y777i7*y)-7n tf;U] - S>7* □ \Z)V7 5 > 

K-3-[4-(I — t K u*islL=f-)V> - 7i / - 7*D fcMU- ^X-3^7 S > 

4- (3-S*WW7 i/7D^y)-7th7x;>-t*yA 

1 - [3- (4-7tf;i'7i y*y)-7"D tr;H - u v > 

l-[3-(4-7-fef ;i/7x 7 *y) - 7*o WW-3-/f ^- t^'J y > 
l-[3-(4-7tf;i/7x 7 + •» - 7"D 5- b 5 >7 - y / tl^'J y 

> 

[0 0 3 3] 

1 - [3- (4-7 -t^JV 7 x 7 *y) - 7*D tf;H-4-/f - t^'J y > 

1-[3-(4-^d et^7i7 + y) - 7°u MM - M^ 'J ->*> 

1 - [3- (4-7tW7x7*y)-7n MM -3, 5-c i s->* *^)V-¥^) V > 

l-[3-(4-y*;l/57k • 7x7*y)-7'D^l/]-^ , J > i > 

1 - [3- (4-f V 7"f J ^ 7 x 7 4 y) - 7" □ f;i/] - If ^ U y > 
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N _[ 3 _(4_ : /p ?x. J - zTxj MM - yifJH 5 > 

1 - [3- (4- yf'J^7i/*^)-^n V.M -^'Jy> 
1 - [3- (4-7tf^7iy*-»-^ \dM l,2,3,6-fh7tHnt'J->*> 
[0 0 3 4] 

l-[5-(4-rhD7i/*-»-^>?M-t°'Jv> 
(f-[3-(4-^7;7i/*-»-^D mm - ^xw = > 
N-[3-(4-7t5 1 ;i'7xy*5')-^D tr;w - v?x^;ut $ > 

1 - {5- [4- (1 - 1 H a + yi?;W -7i7*y] - ^>5\>l/- tn'Jy> 

n-[4-(4->t ;7i;^)- - yx?;P7 5 > 
i-[3-(4-y7;7xy+y)-7"o tr;n - tf^u 

N-[3-(4-y7;7i;+y)-7"nt!JW-'\W/fU>77i> 

N _ 3 _ [4-(i - 1 h d+ ->x^;0 -7i;+y]-7'D tf;u- -7X^75 > 
4-(3-yXf ;l/75 ; 7*D#+y) - 7t h 7i / >-t*->A 
1 _[3-(4-7-fe^;i,7xy*-»-^nb?;U]-3-^^;i/-tf^U5?> 

i - [3- (4-7 ^ x / * -» - zru mm -4-* ^;nf ^ »J ->* > 
,_[ 3 - ( 4 -7d tt-^7i ;+y)-7°o e;u] - u ->* > 

[0 0 3 5] 

^ (i) (Dit^mx-ymit^mt^-c^^ •. 

1) -NRiRWtfn'J->'x;i/»T. C n H 2n *miM-(CH 2 ) n 1r. n 3 #-t?nT. XTBSSS 

2) -KRiR2^tf^'J^-^*T. C n H 2n *m«-(CH 2 ) n T, XTg£^lSC^T% n 3 ^ 

o 

3) -NR'R2^-^X^;UTa>«-^ Xt5^^^T> C n H 2B ^'il^-(CH 2 ) n -e. n 3 
7>UT. R3^4-N0 2 Sfe«4-C0CH 3 T, n#3T<&57!>\ R3#4-CNT. n^2~4"r* 

4) -NR'RW^*^ JU7S>ST% XTi^JSt^T, C n H 2D #jtlM-(CH 2 ) n T. n 3 
f>i 1 R3#54-CNT, n#3Tf<&3fc<7X 
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[0 0 3 6] 

*mw<D*im*> z.ne>v>teHVHD t 5 >h 3 -»#u # > Hii/t© 

X* 5 >H 3 U # > F £ LT»< 4#£TE?&*ffi©H 3 -1$ 

[0 0 3 7] 

#5891©SS2©«j&rt»6, #5e9J©#*ttW0 96/2931 543<fctfW0 93/14070KF,8 
[0 0 3 8] 

g£oT, WO* 1 9*ttTIB©— (I la) *5<fctf 

(lib) ^WT-S-fb^T'SS : 

[0 0 3 9] 
Mb 7 7] 

< M A«|-XH « B«)— Y" (lla) 

Mb 7 8 ] 

R, ^N— ( « A«)— X«-Y" (lib) 
R 2 

[0 0 4 0] 

(CI JIT?, 

[0 0 4 1] 

X»tiH*«^ SSftJS^. -NH- -NHC0-, -NCT^+JMOK -NHC0NH-, -NH 
-CS-NH-, -NHCS-. -0-C0-, -CO-0-, -0C0NH-, -OCONCTJWW -, -0C0N(7;P 
y», -0C0NH-C0-, -C0NH-, -C0N(7;U*;W -, -SO-, -CO-, -CH0H-, -Ntt&fn 
Sfctt^fiBftTJU^U). -S-C(=NY&)-NH-Y&- (V" lilE©£*©t)©T, s 
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lr>C|B|--l?*>J*fcoT^Tfc<fcV>) *fctt-NR„-C(=NR"„)-NR , „- <R„*5J: 

AftttS. «7ttf->7/£fcttC0Y,"» (Y,n«7;l/3 + >>S) ^l. 
[0 0 4 2] 

^U>m-(CH 2 )n„- (n ttl-5©«E»**'r) . 2~8 0Cl^SfS^fi 
IWoT'fif^nT^TfcJ;^) , -(CHj)n ir O-£fctt-(CH 2 )n„-S- (n H 
[0 0 4 3] 

Y"tt i ~ 8 ©fii^jR^tHejiSfctt^is 3-6 o>mmm 

[0 0 4 4] 
[0 0 4 5] 

Vm.7)l*)\< <0fAtfCH3) , CF 3 . CN> C0CH 3 , COOR",!?* J £fz\Z# U 
nTHTfe^K R't,te{£i$7;MrM flSJ^tfCOOCHj. K0 2 g*fc** J<RI, 2 RI, 3* 
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ST. NR" 2 43«fctfR» 3 «**iR ; f-*«fc^/*fcttte«7';i/*;i/**aT. r<g 

S^^litf^^-^S^ST-t^T^-S. iftStt&gfcf&DTNOj. CF 3 . CH 
3 . NH 2 . C!^0/\oy>. C00CH,S*fctt5 1 7V/ , U;P*fc«k-3TlC ; &ySfc«^ 

^Wt-&^(A)om2(D-y-y^77.^±IBO^ (lla) *5cfctf (lib) T*TI2£ 
4#mtT-5<k-&^)Tr*S : 
[0 0 4 6] 

2) IMAii3&mMSfc^lKl'fc^*n7;U*;^-(CH2)n 1I - (n M ttl~8Wl 

T«lSill*3ttt»(8EUfc7;uy>aS. l^O^JR^SrWTSHrtHSfctt^lKL 
t7;^> (alkyn) »T*0, 

3) X"«j6M)C0NIK -OC0N(7;WW-> -OCON(7,0"5r » -0C0-. -0CSNH- 
. -CH 2 -. -(K ;-0CH 2 C(K -S-, -CO-. -CS-, 7 5 >*itraj&fcPFiafn7;Mr 
Mil. 

4) B"ttl~80>£HltJi(?. 0£b<tel~5<7>^SIE^£WT£iSM£/cte# 
teLfc^lgfa{SlS&7;U^;U. -(CH 2 )n„( ^nJBFP) - (AfaBfttffSK 

5) 

[0 0 4 7] 

5) Yii*i45i6«**fc«ra— sfcfct&fc-sH&g-e^/ sfctt^i^^nt? 

irjH (B&S«/\ay>IgH\ OCFjv CH0, CF 3 , S0 2 N(7;l^;W 2 > #J*J£S 

o 2 n(ch 3 ) 2 , no 2 > s<7;u*;w. s(7U-;w, sch 2 C7x-;w. ie«*fctt»K 
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VtzT)V^r>. -0(7)l*M, -0(711— JW. -CH 2 CN. ^rh>. 7^TtH, * 

;i/*>. 7-fe^-;k 7;io-;k {m.7)V*)W -ch=ch-cho. c(7;Mt;w=n- 

OH. -C(TJP+;0=N-O(7;i/+-lU). te<D^rh^^#, -CH=N0H, -0\=W{7 )l*r)l 
>. ffi^T^t: Kg§y$#. -C(7^;U)=NH-NH-C0NH 2 . 0-7x^;K - 

och 2 <7x^;W«. -c(->^o7;u*;w=noh. -c(->^D7W)+o(7;^ 
)vm ; i~8<D^^M^*wr^>ifi^*fett^ufefSii7;^;i/ : l-so^s 

««^$nfcift^sfc«^iKb^^^x-^7^3-;i/ : aMSfett^iKufe 

ZZ)m. t7f Jl/SfclW 'J t HPt7f ;nsfctt< >^r^s ; ?x/-;u 
S ;^rh>SW^i* ; ^x^US ; 7x^^7irjH ; ^>v*;P 

t+^7xz;H&It, 

[0 0 4 8] 

±tafc c fc^llFm*<7)iKffl<hei > Toi5iBjT7;i/+>'k r;i^>, 7;i/*>> 
K 7^ftK. -/^D7;Wk s-7;Mp;k o-7;u*;k 7xrf7;^ 

[0 0 4 9] 
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\t. z.tiwmwwfym^ ocf 3 . cho, cf 3 > so 2 n (tji^u) 2 . so 2 n(ch 
,) r no,. s<7**;». s(7'J-jw, sch 2 (7x-;w, ia«*fc«»KUfc7 

-0(7JW). -0(TU-;W. -CH 2 CN, ^rh>. 7^ftK 7JP*> 

7t? _ jk t;p=i-;i/. «HR7;^;k -ch=ch-cho> -c(7;p*;w=n-oh. - 
c(7;ww=N-o(7;wwh «&©^mi»#. -ch=noh. -ch=no<7;mp;», 

OZJl'ftK^. -C(7;U*;W=NH-NH-C0NH 2 . 0-7x^;U£fc«-0CH 2 (7x 

-c(->i7P7;i/+;u)=N0H> -c(->^n7A4;W s H(7JMr*). 

[0 0 5 0] 

) , /\^D7'j-;u^rh> (AfD7'J-;Wi- mr**o* I ff*H'») a» 

ffSUfrWb&tt (I la) *3ctZ>* (lib) ttX"j&HK -NH-. -CH 2 -. -0C0NH-. -N 
HC0-. -NHC0NH-^638tfnst>©-r*O, X»*«Bfc*IK-T'*aT i bO*«»*H' s 

[0 0 5 1] 

ffiOJfiL^ifc^ (I la) (lib) it. iiW±K&ma>WM*fc.1A» 
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Y'Hi-CHO. -Jrh>. 7^ftH, -CH=CH-CH0, -CCTJMrJM-N-OH. -C(T;U 
+JW=N O(7J^;i/)*J:^©i0^ -CH=N-0H, -CH=N0C7;i/*;l/) 

m =n-o (7 ; -e'>& < t *> y g& $ nfc 7 ^ —frmim 

[0 0 5 2] 
fz 7 x x;ug£^-r *> <DX'$> 

A>im«-(CH 2 )n«l-^T*-5<D^»*b^i. nttl~6, L< tel~4T$>£ 

B 1 1 SS it- (CH 2 ) 2 - * £. it- (CH 2 ) 3 -T & 5 <D £ L- 1 
[0 0 5 3] 

CI la) :fcJ;tf (lib) ©<k^»T«Ffcff*L^t>©tt» XHtfUKSefSTP 
T. A»*M«- (CH 2 ) 3 -T*&9, 5t (I la) CD{b^©«^K:W:B'i§i*<-(CH 2 ) 3 - 
3. ZlcDy;i/-^C04 ] T«Y"^7' , J-Jl/*T$.?) : b<D^SL 
V*. Ri*5ct^'R2^(A)T±I5^«©t)OT*2>. 
<t-&!fe) (Ha) *3J;tf (lib) co0iJtt^T©fe©T*S : 
[0 0 5 4] 

3-7irji/7"n e;u3-tr^u ->v 7"p tr;px— 
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z-z>3L-)vzfu tf;u3- (3, 5-c i s-v 5 ^f^e^Uy/)^ tr^x-^jp 

z-7 i-j^d tr;i/3-(3-^ 3MHf 'J yy)^a e;ux-^ju 

3- (4-i7 d d 7 :/p tr;i/3-(4- y tr^ u v y ) :/n tr ;px— r-;w 

3 -(4-i? P n 7i-;W t!;U3- (3. 5- - 3>/fJHf< »J 5? /) k^X- 

x— 

[0 0 5 5] 

s-^xx^^ptf^-CN.N-v'x^i/T^ y)7nnf;px— -tjp 
n- 7 x. x;i/-3- 1! ^ u / y p tr y - h 
N-^>5 1 ;p-3-tf^ , J> J /^ p ptf;i'*;i'/^^- h 

(s) _(+)-N-[2-(3, 3- JW ^]-8-^U "^^ KMM^ - b 

3 _^/7 a ^>^;i/-N-(3-(l - fc!P U 3>=UM !7*P 7"aA>75 H 
N-5/i7 P^^-N" -(1 - tTP U y-JW-^o If 
2- ( (2- tf^ 'J / X^;l/> 75/) ^>V^T V-)V 

5- tf ^ u v y * y^)VT ^ > 

2- xh-p-5-(6-tf^u> ? y'\+->>'W tr ij 

3- - K p-2- (6- tf^ <J v? 7 ^ x;i/7 5 » tf U v > 

2- (6- 1*^ u ^ / ^ * ->;ut 5 y ) tf 1 J s v 5 > 

N-(3-(N,N-W7l/75 y) 7"D tfJU)N' -7i;Mi 
N- p ^S^U y ^;i/-N" -(3-^ l Jy/7 , aWl')^7-y> 
[0 0 5 6] 
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*|6WOfl: < &*(A)03WO*^i'5^ttTEO* (III) 

[0 0 5 7] 
[ft;7 9] 



[0 0 5 8] 

R i <fc R 2 «ff * JS 1 © 5S <A) T'fem <D fc © T * 0 , 

[0 0 5 9] 
Ufc8 0] 



[0 0 6 0] 

[ZLZL~C. n„,ttO. U 2*fc«3T?»0, X"Ui*»^*». ~<K -S-, -NH-. CO 
-CH=CH-£fc«TtE£S?r : 
[0 0 6 1] 
[ft: 8 1 ] 




(III) 
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[0 0 6 2] 

R 3 nitt H. CH 3 . J\atr>. CN, CF 3 £fcte7 fWl/S-C0R 4 ""fcgU 

r 4 iiii t ji~6o<?D^^*w-r-5amsfc«^teb^T;i/+;^ 3-6 

[0 0 6 3] 
lit 8 2 ] 



[0 0 6 4] 

dd-ZN ZinttOSfcttSKM*?-*^ -fflcDSNH, N-CH,££t;iNCN*SU 

gj&s*wr£ - £#t$-5 3 ~ 6 ^cd^k^w-t^ ( 
c3-c6->^dt;p*;w <SJK3;fcttfl«ufc. ci-C3t;wp) S. ch 3 . ad 

«-ttbfcCl-C 3 7JWW SSfcttt7fJ^ 7^>f ;l/ifcttp h^X>7 

;^-;uS*S-T) ) ] 

fftbl^a (HI) «R"1^TSBC0* : 

[0 0 6 5] 
[ft8 3] 



[0 0 6 6] 

»*LV»R 5 '»tt (C 3 -C 6 ) J/^D7;i/*Mt*5. 
Ri iiRKD&lZjZ (A) fcE«® U^. 



C — NH — R5 1 " 

E 

2"' 
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#$891©» 4 ©«,&&»&. <b^»(A)©»J©^^^^»*EP 49401<HCH^Sn 
fc<fcfc«K:S<«bfc~F£©5£ (IV) ©fls£*rt?fc* : 
[0 0 6 7] 
Ht8 4] 



[0 0 6 8] 
R l <h R*tt — JlS:^ (A) TfjSH© feOSSU 

RivteWcSR^SfcttCORjWat**^. RjivSttTia (a) ~ (0 Wftl 

(a) #Cl~9©R*JK«WT*iS«Sfctt#ftl'fcI& 

(b) S^7>(cyclane)38183S, «*tf S'fn^D/'tJ', 7i^->^o^dA 

(c) 3 ~ 5 o©K*R ; ?*^'r*iS«*fc««-teUfcl& 
H&»6«*5 =t /\ n y >TS&£ ftfc"* >■£ >8L 

(d) (CH 2 ) mIV R4 ,v S 

xd7a^^>, ~>^a^>^>, y^a^>7->. is9w\*-*)r>. 5/£n'v7 
7i>^ *;u^>^xxt-;uscoor 5 iv (zlct, R 5 ivte^5>£i#li^ 




(IV) 



( 71 ) 
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p7o/1>. is?a7?>. i/Zu^>?>. D^+-y->*fctt 

[0 0 6 9] 
Mb 8 5 ] 




[0 0 7 0] 
Mb8 6] 




[0 0 7 1] 

s-o- r 7 1 v < d ^ -c . r 7 'n**tt»s tt** * « ^ v ssis^Tt y n 

(e) -CH=CHR 8 IV « 

(f) ^-T5>S-KH(CH 2 ) nIV R 9 Iv . 

[JUL-?, n Iv fctl~5©SfT!*D, R 9 ' v tev^ 5 >SWfHB. {»)xliy?D^^ 

[0 0 7 2] 
Mb 8 7] 
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HO 



^C— CH(CH 2 ) p(V R 10 



IV 



[0 0 7 3] 

(CLiLT, p Iv tt2~9©ft*£U R 10 ivtt^>if>^ 7x/ + ^SSfclt C 
ttf£lsWk&® (IV) ttRiv^COR 3 'VS(R 3 iv|it^S$:ST)S:^-r : b»T* 

itsm (iv) o^ttN-'sy^y-^-i.4 , -t*t^'j> j >*fc«i-(5-^^D 

✓v^ 5/; ^ >^ y - J W - 1 , 4- 1* tf * 'J ^ >X-$> Z> . 

*56^©*5©«jfe&»6» #569IttPlazzii8 (Eur. J. Med. Chem. 1995, 30. 
880 i«BSl/fc ! boi:a«l/fc*'f 5^7-JWs£ttfc*a. 

6£oT. ^Wb^(A)(D^?»(rftfiO-ti-7^5X«Tie^ (V) &mTZ><£ 

[0 0 7 4] 
[ft8 8] 



[0 0 7 5] 

R i £ R 2 tt— «SC (A) © *> © £ & U , 
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[0 0 7 6] 
Ut8 9] 

-<x>~ «•> 

Ut9 0] 

[<b9 i] 




(Vc) 



[0 0 7 7] 

(V) O#Jte£UFOjI0T&& : 

2- ( (2- tf ^ u y x^ju) 75/)^ >^/f 1 7 r y— ;u 

2- (6- tf^ U / ^ ^ » ^ > V^7 
4-(6-fc^U y/A*y;P7$y)*/' 'J > 
2-y^;U4-(3-t°^.'J i-V ^DtT;l/TS + / U > 

2-y^;H-(6-tf^u ^y\+y^7i»*y u > 

7-^o;i/-4-(3-tf^U y7^Dt>75/) + / U > 
7-77 n;i/-4- (4- fcf ^ U 5? 7 77JI/7 5 / ) + / U > 

7-i7o;u-4-(8-tf^u & j fr7^»* J u > 
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7 _/7 D ;i,-4-(io-b^'j y;fwsy)+^ D> 

7-^o ;U-4- (12-hT^'J is J Kf^TS /)4=-/ U > 
7-^ D ;i/-4-(4-(3-lf^ , J ^D^-»7i-JP75 /) + y U > 
7-^njP-4-(2-(4-(8-tr^»J5?yyP#*^>7xz:;Wx^;U75/)*y 'J > 

[0 0 7 8] 

*S^(DS?l6<7m6^£>> #I£BJ1W:W0 95/1 4007 5^*/— JWfr&*t 
fi£oT. {L^(A)©{fi©1^£7XteTfBtf>j£ (VI) SrWTSffc^Wfc** 

[0 0 7 9] 
Mb 9 2] 

RV. ^(CH 2 )mvi\ 



[0 0 8 0] 

(CUT. 

AVitt-0-CO-NR'v,-. -0-C0-. -NR' v. -C0-NR> vr . -NR' VP -CO-, -NR' V ,-, 
-0-. -C0-NR' vr , -C0-0-<fc-C(=NRi V) )-NR' vr ^6®&£n, 

T;U=^;U«*ct^S;-(CH 2 )y vl -GviS©^A^M^$tl, C*ittC0 2 RJ VP C0R3 VI 
. C0NR» ¥1 R4 V p 0 R3 vi> SR V NR3 VI R\,. ^07U-JK 71-^ 

$nT^TfcJ:<^) 0+*&a#?*tl» y VI tel~3©^?&) » 

RV***. Apy>Sf. T;^xjk 7^*-;i". hj^^ 

^-D^^U», SC0R3 VI . S0R3 V| . NR3 VI R4 v ,SO^^e^$tl, 





( 75 ) 
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-(CH 2 )n vr AVi-Ri vl S«3-{4g*fc«4HaS^* 0. RZviS«ftS<£>&HlC 

m v ,tel~3<Z>2igcT$>tK 
n V) tel~3tf>gicT;&3) 
[0 0" 8 1] 

<DY VI g«7;Mr^ tKo+y. <s»7;W3*s/» 7i;*y. 7 5 /> &ik 

7^75;. f»y7W75y. #'jAD7;WW^&«$tulTl 
[0 0 8 2] 
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sfctta-tr^us?-;^ j-*fctt3-fcr*55*=^ 2-*fctt3-t;u^'J-ji/*fe 

^X-;k 2-. 4-Sfctt5-f7yj;K 2-. 4-*fcttS-KU5 3?=Jk 

. 4-kuswc**. 

tfMJ-^U^-W-im (2-tf^^> ? -;W-^^Jk 3- (2-^* y=. 
jW-^nKJV. (S-^^tJ^'J^W -^^Jk (2-(4-tT'J> ? ^)-x5 L Jl/ 

, (3-kus?;w -^^*7c« (2-^x=.jw -^jus^-r. 

[0 0 8 3] 

$fSUV^AVi«-0-CO-NR) vr . #t-C(=NH)-NR , vl T*0. m VI tel £itte2T* 
£>D> n VI ttO, l£fc«2T&£. 
«0»*U^AVi»4-C(HIRi v ,-, -0-. -C0-0-T"&3. £n£GCKb-&«R> v , 

=.)V*9-)V. 4-hU70D/f^7i-;Mm 4-t'J>';Mm ttC4-2 

Ri v ,tt7'J-;W*3ttt-(CH 2 )y vi -GviT'feS©W*U^ (C"tt7i=A 
) . 

r 1 1 r 2 a— jftic; (a) -e^s© © £3rr o 

•ft^(A)©ftH©-ti-^^7X«R'v I ^TU->'US. ^MIIMt57i- 



( 77 ) 



#S200Z-52I463 



MSU. RV n v , . n vl *J:tfA vl **±SB©*'***t** (VI) Oft** 
frt>J&5. ^SUI/^t-&^«n v , fc«fctfn,,©&*a«lT. A vl 75^^^«:^-r 

[0 084] 

a - (7-tr 5^1/ 7 x J * -» - a * - U >V - p ^ o - 
«-(4-7tfJl'7x;+y)-a , -(l-t , aUy-;W-p- : l 1 ->a-^ 

a-(4-7-fe^^xy+-»-a , -(4-^^;ue^u> ; y)-p-^->p-^ 

a-(4-7^^1/7x/^->)-a'-(3.5-cis-^y^tf^ , J> f y)-p-*^D->'l' 
a-C^tWiy + yJ-a-tS, 5- h 5>X-^y^;Ut!^ l J >V)-p-*>- 
p— 

a _ ( 4 _ 7 -t ) \, ? x y ^ -» - a 1 - ( 2 - * ^ J 1/ tf D ' J >? 7 ) - p - + -> D - ; W 

a _ ( 4 _-> ^ D -fu \f.)lt> - x J 4- •» - a ' - tf ^ U / - P -> p — ^ 

a _( 4 -^/ 7 py D if;u^;^^;i'^xy^i»-a-(4-y.^;utf^ , J^y)-P-+ 
~>p— ;u 

a _(4_->/ 7 pyptf;i/^;i/#-;u>'xy + 5»-a'-t°p | J >V - p-*^o— ;u 

N _ (4 _ /7 D p ^ > y j -2-(4-t^Uy^fW7x - Jl/) -X* > 7 = v» > 
[0 0 8 5] 

ji (Bioorg. & Med. Chera. Lett., 6 (7), 833, 1996) *«H7pLjfc<fc^»fc:SflSl 
UfcTIBWSC (VII) fe#r**-f 5^/— JWb^«HC*» : 
[0 0 8 6] 
[-ft 9 3] 




(VII) 
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[0 0 8 7] 

r i & &zfR m-mtt ( a) T-fem v it *> <d . 

m VII tel£fete2-e&&) 

*mW<D?&Wm*fr*>. *%BJ{b^#l(A)<Dffi^-9-y^57.«W0 9 5/06037 \Z 

m^ntzit^^zmm^rcTm^ (vim *wrs-r s^/-;Kb^%^* 

& : 

[0 0 8 8] 
[ft9 4] 



R 1 4o«t R 2^*-^ ( A) T'fem<D h <D T & 0 > 
AVUiWTFffi 0) ~ (7) O^<0^t**l*»©S"T?*0, 

(1) ft: (CH 2 ) m vm (m vm «0~9) . 

(2) ft: 

[0 0 9 03 
Hfc 9 5 ] 




[0 0 8 9] 



( 79 ) 
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[0 0 9 1] 

(d^T'> RS vlll tt**, (C1-C3) T)V*)V-, T 'J —)V (C1-C3) 7)V*r)V 

^.mizmcxm^tix^xh^r^-^-^ tHo*^-. cci-c3 

) AdVX 75/-, ^7y-3:fctt— Hn£SU R 6 vm 

tt**. (C1-C3) 7i^Jh> T'J-^ (C1-C3) 7J^;P-*fcl»Si:« 

(3) * : 

[0 0 9 2] 
[ft 9 6 ] 

R V|I|R VIII 
R VIII R VIH 

(ddT, R5 v)ll <hR6 vl ,,«±tBS«OfccD) 

(4) 5£ : 

[0 0 9 3] 
[{fc 9 7 ] 

R^VUI 

[0 0 9 4] 
[B v "i^TI5cO^; : 
[0 0 9 5] 
Ut9 8] 

=< 

[0 0 9 6] 



( 80 ) 



<Dm^iZ\t, AViu<hB viii£tft-ftc£-3TTgB©5£&&'r 
[0 0 9 7] 
Mb9 9] 

RS vni\ / 

c=c 

/ \ 

[0 0 9 8] 

(5) : 

[0 0 9 9] 
Mb 1 0 0 ] 

RS vms. viii 

[0 10 0] 

(6) iC: 

[0 10 1] 
Mb 1 0 1 ] 

R 6 vm ^ 6 viu 
^ C== 

R 6 viii 



[0 10 2] 
[B»»WTEOSC : 
[0 10 3] 
Mb 1 0 2 ] 



[0 10 4] 
[0 10 5] 
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Wfcl 0 3] 

-c-c=c x 

R Vtll 

[0 10 6] 

(r^-C. R6 VM ,tt±ie^«Ot)CD) ] 
(7) it: -<CH 2 )xvnrS-(CH z )y vm - 
(^^T*. x vm +y V in = m VI „-l) 
B v i I Hi T IB (1) ~ (3) <D^-?nfrT"$><0 : 
(1) 5£: 

[0 10 7] 
Ut 1 0 4 ] 




[0 10 8] 

(2) & : 

[0 10 9] 
Ut 1 0 5 ] 

[0 110] 

[At^TSBOjS; : 
[0 111] 
Kt 1 0 6 ] 




C= 
/ 
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[0 112) 

[0 113] 
Ut 1 0 7 ] 

R 6 vw R^Vlll 

R viii 

[0 114] 
[0 115] 



[ft 1 0 8 ] 



[0 116] 

[0 117] 
Ut 1 0 9 ] 



R6 vw\ / 

/C =c x 



^VIII^VM y 

-?-c-c N 

R viii 



[0 118] 

(3) SC: 

[0 119] 
Utl 1 0] 

=< 

[0 12 0] 
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[0 12 1] 



Ut 1 1 1 1 




'( CH 2>Pv„ — 



[0 12 2] 

[0 12 3] 
Mb 1 1 2 ] 



[0 12 4] 
(d-T, Pvm = 1~3) 3 

(1) it: (CH 2 ) n,n,©S (udT'. n vm = 2-4) 

(2) 5£: 

[0 12 5] 
Mb 1 1 3 ] 




[0 12 6] 

[0 12 7] 
[fbl 1 4] 

=< 




'< CH 2)pv..i' 



( 84 ) 
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[0 12 8] 
[ftll5] 



^ -cr H 



(CH 2 ) Pvll| - 



[0 12 9] 

(3) 2o<D*^ (io«^±. m<D\-z>\tm.m±) . 

(C1-C10) T)\>*)V-, 7>J-;W (C1-C10) 7JW^-*fc«7U- 

Y v "itt5£ (CH 2 ) kVIII roSTib"3(uuT% k vni teO-2), 

R4 vul «7jc^ (C1-C10) 7Wih, (C1-C3) 7^-^*>75H 
_ % yij-ji, (C1-C10) tjm^-, 7U-;u (T-'J-Mi^t^UTS^S 
ftWt*>.fcV») Sfc«TIBOSOS^^-r : 
[0 13 0] 



Mfcl 1 6] 



[0 13 1] 

[0 13 2] 
Mb 1 1 7 ] 



[0 13 3] 



XV«I 



( 35 ) 
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R«»,„tt (CI-C10) (Cl-CIO) 7 < Mr**fctt7'U-;i' 

[0 13 4] 



lit 1 1 8 ] 



R'v x (CH 2 ) nv , r — nh 2 
R2 (Villa) 



[0 13 5] 
[<fc 1 1 9 ] 



R\ x (CH 2 ) nv( — NH-C-NH— 
R 2 (Vlllb) 



.RVIII 



[0 13 6] 

-fb^« (VIII) <7)^J«H^J132<hl69tCia®^nX^S. 
#36i»<03&9©«jfo&>S. *&mt£taiti<D--DV>4)r'?9 7XmtO 97/29092 
CBS«SnTV»a<b-&«lCSftlUfcTIBa>a (IX) Slft5fl:^«Tf65 : 
[0 13 7] 



[<fc 1 2 0] 



R2' 



J 



( 86 ) 



&a2002-521463 



[0 13 8] 

r 1 1 r nt— AS5£ ( a) t^h© ay &m u » 

Ri IX «C4~C20t Kn^JI/k'MT'feO 0-^Sfc^S«*iWA 

d y*>Tii$nx <>>t <fc < . 4 «T©Ki®^ M#o~ 3 ©^asem *mm 

R! |I ttSUCI^-TfeS^oTUT ; t<k<. H^fc«Cl~C15t KD*;PtT^ 
StabO 3*fcl41tft©*«Jll^»4Aciy>T«««n-C^T'bJ:<, 

[0 13 9] 
[flS 1 2 1 ] 




[0 14 0] 

T?***\ -0©X«**HI(R4, X )-. -O-£fctt-S-T*0 <fc«U Xix« 

[0141] 
[f b 1 2 2 ] 



( 87 ) 
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foe 



R 4 , 



[0 14 2] 

(C^T. R3 IX «H. C1~C67;U*;U. C2~C67^^r-^ -C0 2 R5 |X , -C0N( 
R5, x ) r -CR5 IX2 0R6 |x S/itt-OR5 IX Tfe«» (--t. RS^ct^Re^^H 
££ttCl~C37;M^UT&9, R4, x teHj£;tW:Cl~C 6T)l*)W$>Z>) ) 3 
[0 14 3] 

-ft<r>w> . z/2u7)i*)V (#u>-^P7;i/^;i/5r-&ty) . y^pJM-^ 

ot°Jk i/?az7^)U. i/W<.>?-)V. ^D^v-JK 7^-7>f^) . 7 

;i/+;u<h^i7P7;w^»t^tyS mx.tf.7 . Jf&M 
m (713. ^>?-)l. y)V^r\y—)V, (1,2,3,4) -fh7t 

[0 14 4] 

P. HJAD^Jl^ t Fd+v. 7S7. Cl~C67;i/+^75 y> (C1~C6 



( 88 ) 



4^2002-521463 



mm r;\oy>j a**, mm. R»ot»-rn**«rocffl^sn* 

o 

->7;i/*Jk Cl~C6T^+^t FD+y7MJk 7 U — Jl/Cl ~C67 JM 1 fi 

^nfc7'J-;Ki~c67;^^?>ji«n5>. R2j X <7)««jttHifc«ci~c37;i/ 

o 

Ri, x «TfB<D5£Tab£07Wt?£lA^ : 

[0 14 5] 
[<bl 2 3] 

R 11 .x R 13 * 
(N) pix — (CH) qix — R12 1X 

[0 14 6] 

p lx «0£it«lT-$>D, 
RH |X «H^it«Cl~C3T;^;UT^0, 

q lx H0~4T*&9, 
X'$>K>. 

Ri3 IX «H. Cl~C67;k^k Cl~C6->^n7;Wk Cl~C6fc Kn+->7JMf 
;k Cl~C67>»Wl-t HD^5>7;i/^Jk 7U-^Cl~C67;^k WWlZntz 
7U-^Cl~C67^^*^-r) 
j/f*H/^R' 3 Ix tt*^T-$)S. 

#£LWfc&#J (IX) fiRi lx ^-NH-CH 2 -Ph-ST. Ph^ffi&^nfc:? x ~;k*; 



J P 2002-521463 



Pa q e 89 of 2 . 



( 89 ) ^^2002-521463 



R 1 1 R Kit ( A) T'7£.m<D t> <D*n U . 

oorg. &Med. Chem. Left., 8. 2157 (l998))^*bfcik^^MbfcTie 
(DiC (X) £W-r^>{fc^3"?*-& : 
[0 14 7] 
[ftl 2 4] 

[0 14 8] 

RitR 2 «-^(A)T^8<Dt)<D$:^b, 
Ri x «HSfc«CH3-tf*0, 

RyMic«i;TAay>^ jf*b<»±M, (ci-C4) (c 

1-C4) 7)V3*1'* CF 3 . 0CF 3 , N0 2 . NH 2 -CflHft*nT^Tt>±V»7a:-JU*fc 

testis DT±fes«i*Tsms nfcCH 2 -7 i-j^6«Rsn. 

nxtt»3JU<ttnr*S. R2tt»SKtt7x-;H« 1tl:Ii7x^Ht 

ft/S4£> (X) co#Kift;-&#n74-T:$>£. 

[0 14 9] 

[ft: 1 2 5 ] 
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(XI) 



[0 15 0] 

A"tt-NHC(K -N(CH 3 )-C(K -NHCH 2 -. -N(CH 3 )-CH 2 -, -CH=OK -C0CH r . CH 
2 CH r , -CH(OH) CHj-Sfctt-OC-T* 0 . 

XXittH, CH 3 . NH 2 « NH(CH 3 )-, N(CH 3 ) 2 , OH. 0CH 3 Sfc«SHT'fe 0 . 
R 2 xi«*S, ^f^SfcttifJUT^O. 

nXi«(h 1> 2. 3, 4, 5£7tte6T'&rK 

R,xittC3~C8^^P7JU+Jk 7i-;^fctti^7x-JK r*tKnt 
X"jW), S*fcttS0 2 O»^Kltt. R,«i:X«t*«-»fcft-3T5.6-*fctt6. 

6-fiafn-a*«jfi*^-r*cii:'bTf*s) 

[0 15 1] 

£ (XI) ©ffSH^ttttttTOfeOt**: 

A»*«-NHC<K -N(CH 3 )-C0-, -NHCH r . -N(CH 3 )-CH r , -CH=CH-, -C0CH r , CH 
2 CH r , -CH(0H)CH 2 -*fe«-C=C-T\ 

XXl*tH, CH 3 , NH 2 . NH(CH 3 )-, N(CH 3 ) r 0H> OCH 3 £7cteSHT% 

n"#<(h 1, 2, 3, 4, 5£/c«6T, 

R.XItf (a) C3~C8->*D7;MMk (b)7i^$fcttfjfe7i-Jk (d)« 
(e) f * t H a 1 7^ U >43<fclX(f) ^ t H n^f >f ^fiKSSf 

XXl^O. S£fcttS0 2 <D*£fctt, R,xitX«t*<-«t/j:t>T5.6-Sfctt6. 
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[0 15 2] 

A"#-MHCH 2 -. -N(CH 3 )-CH 2 -. -CH-OK -C0CH 2 -, -CH 2 CH r -CH(0H)CH 2 -£ 
X^m. CH 3 » NH 2 > NHCCHA N(CH 3 ) r OH, 0CH 3 ££teSHT> 

n xi#(h 1. 2. 3. 4. 5*fef*6-C> 

R,"** (a) C3~C8v-^P7Jl/^;k (b) yxzUl^feiiM&^x- Jk <d)?t 

X«jWK S*fcttSO,fl!>*£fctt> R,xi£XHfc**-&fc:fcoT5,6-£fcti6. 
[0 15 3] 

X«*<H, CH 3 Sfe«NH 2 T, 
R^iiSctatRjXi^VK^-e. 
nXlriKh U 2, 3T, 

R,xi# (a) C3~C85>£o7;M^k (b) Tx^SfcttBifc^x:^, (d)*t 

X«jW). S*fct4S0j©«^ttt. R,xi,fc XXi £ ftf-fftcfto T5.6-x£:«6, 
[0 154] 
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jtfSLWt^l (XI) ttAX»^-CH=CHSfc^-C=C-T, XXI, R^liJi^RjX 
R 1 1 RU4-^ (A) fc<£>£«-r<D#»£ 

^,T, *%WttTI2<D^; (XII) ZmTZfcnmz&Z : 

[0 15 5] 
Kb 1 2 6 ] 



[0 15 6] 

R i <h R 2fcfc— &5£ (A) T'^^O 

r 2 xii« 7 jc^. *^;k*fe&x3Mi/S£3iU 

R 1 xntt(a)C3~C8->*n7;MMk (b)-^tt±©«tIi$nT^TfeJ:^ 

y^=.)V (tii^J^tf/\D^>> fa^T;u+;k ^i'D/WiK HJ7n 

D*3Mk 7'J-;k 7;ka*:k a-7JM^k**->7JU*;k 

-hp. :7*;k=uk 7Jk*jy-f;k 7n-r;k 7'J-;kr;u#y -Ok 7 

-f^/. B-tFo + y7M;k 7;k^;k T)V*r 

-;k ^7 7 5h\ 7^77^^- 7JU*>7Sh\ #Jk#75K, #— # 




R 2 x« x*" 



(XII) 
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Xi"mT Kit. AXH{i-CH 2 CH 2 -, -C0CH 2 -. -C0NIK -CON(CH 3 )-. 
-CH=CH-, -C=(X -CH 2 -NIK -CH 2 -N (CH 3 ) -CH(0H)CH r . -NH-CH 2 -> -N(CH 3 )-C 
H,-, -CH 2 0-, -CH 2 S-£fcte-NHC00-£STCl£#T'#v 

XXH^NH 2 . NH(CH 3 K N(CH 3 ) 2 . OH, 0CH 3 . CH 3 , SH*fc«SCH 3 T&S^"&tC 
te, AXIH4-NHC0-. -N(CH 3 )-C(K -NHCH2-, -N (CH 3 ) -CH r , -CH=CH-, -C0CH r 
. -CH 2 CH2-. -CH(OH)CH 2 -^fett-C=C-^«-rci<h^T-^, 

RXii*sj:tKX"i*«^Rlca:oTiaSiUfc5.6Sfctt6.6--gi*ji**"r»^ 

[0 15 7] 

fflfg \T)V*)V\ ttlSftlttflalcSl^SlOO^JR^ftlftWTlfSnSBMi* 
, -fV^Plf*. n-^JK sec-^Jk <V^;k tert-^^#T-^S„ 

Mit^yozmM-rzo isii;®^oST'*oT ! b?a:<Tt>«t<, iH-ott±©s 

NRiR 2 W£^l/fcv'i'P7Pn>tth7>7ElT*l.«$l/K 
[0 15 8] 

-«5t (XII) ©ffSLlrvfcSSWb^WOTEfcOT** : 

AXU^-CONH, -CH=CH-. -NHCO0-^fc(4-C=C-Tf. 

XXii^HS7c«NH2Tf. 

R 2 xn4oJ;Z>*R 3 xii^*HT, 

n"'j&<0, 1, 2. 3T\ 



( 94 ) 



it#S2002-S2H63 



— ftSC (XII) ©{b-&^Ttt#KlTIBt>W*W*t^ : 
A*> i #-CH=CH— £ tt-C=C-T, 

R^n^/'jl^jUT&S 

{k-&«J (XII) Of^S0iJ«{fc-&^18OT*S. 

SEoT. *«Wfl:^«(A>0«0*^5^ttTiaoa (XIII) £«T*ft;^ 

: 

[0 15 9] 
[ft 1 2 7 ] 




[0 16 0] 

R 1 1. Ritt-ltt« (A) U 
DXll«CH 2 SfcttCH 2 -CH 2 SrlrS 0 . 

Z«>tt«i«C (S) Sfcttft* (0) . #SL<ttO'*£U 
n xlII «0~6©^^:T-*O. 



( 9S ) 



#^2002-521463 



(i;\Dy>If. fSM7)V=¥)V. ^^n7^K h'J7DD/f;k 7'J-JV 

a— 7 )V*)\>ttzs7 )V*r)V, 7 *)-)V**zs. -hP. 
5Jk 7)VflJ^)V. JD-fJW 7'J-^7J^y<;K 7 5/> 7 

. 7il,7 7^JK ^*>7SH. *^7$ *M^V->i?D7Jl'^ 
, 7)V*)Vl3)Vi$.-)\'7)V*)V. iJ)Vi^7)Vzi^-zy. 7*)-)V7)V*)W 

[0 16 1] 

-^?CD^IM0iJTttR 2 ^ ! tt2m^O/^k #J*.fcf> J xi7P'V^>;l'*^V ( 
-CH(C 6 H„) 2 ) . ^7xrJM^ (-OKW,) «CtSC^T?S5*«. - 

7y?>^>©«^i;ii X XIII £n XII ,©£fH*l&±Tfcttntffc£&^. 
(CH 2 ) 8 T, y^D^HSH (10©Mft#r*7Jiaifl)'^xD«) 

o 

^!?«#<©i^7KS ; &ffl^^>- < h^T^^tV^-<tttMT€=fc5o Cine 
[0 16 2] 



( 96 ) 



#82002-521463 



£J608TM:, R 2 xiHiCHR 3 X"R 4 xiiT^S. CJLT. n xm «3^fctt4T% R 3 X 

>^T'6S. R 2 xii75t 7 ^>^>(D^-8r; n I]11 ttlJ:!)^^WSU> 
. , X XIII tn XII ,©-&«-I4lJ:0**<3Si:»tntfft6^. 

[0 1 6 3] 

75 h\ XX-rJK X— 7\>k /ND-y> H:5^ «*> 

*tfr>££a«T**. -OOHJ6^JTttR 2 "'tt->^P^-9-y-Jl'T* 

5) -So 

7 zJ/;k HMM ^l^Mg^W. utiCK^nsfe 
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[0 16 4] 

fEt^fc«fc^Kl, R 2 xn«T^;k #*St££fctt7U 

2,2-^^->i7n^+->;U^Ptf;k 2,2-*^7 
x-;l/^Ptf;i/, 2,2-*3 1 ;l/:7a::^l'7^)l'T : t><l:^o 

fc^T, X XI „*«0*fcttl-C, n I11 ^0-6©ISc© ! b«)T*5. <fcr)#£b< 
tt, n xm # =3-6T, »^*b<«n xlI1 ^4TR^W±f5^»<7)=£>OT$, 

£ CD"fb'&^<7)ttSM«ffc-& ! fcM 23 £ 1 

se-^T. *58w<t^»oo©9J©if^^7XttTE©« (xiv) zm^rzitG® 

X~$>Z> : 

[0 16 5] 
[{£128] 



( 98 > 



43^2002-521463 



/ R2 xiv (C) n ' 



..3 

XIV XIV 




\/ 



[0 16 6] 

r 1 1 R«tt— fltsc (a) -zmm<D b<D £g U 

(A) m xlv «l£fc&2<Z>!girr-$>9, 

(B) n^^P.^lil^KtaLTO, U 2. 3£4©+a»fc»Rsn, n xiv 
<h p xlv <t<Z>£lttt4T'$> 0 , T»'v«6-*^-C* V % 

(C) R3 8| ^J;lf R4 IlT ttSV»lCSteLTT*>»lllOW 

fclg^U T^vm4"^tiR 3 xlv *«fc^R 4 x iv«-^^^Sb, R« x „, R 2 I|V 
, RS xlv *>«fci;R4 x , y ©#«f4T»B(l)-'(3)^6riES»0>1»*^a«L : 

(1) H. 

(2) ci~C6r;i^;k 

(3) -(CH 2 )q Ilv -R« X iv 

. -0R7 XIV . -C(0)OR7 XIV , -C(0)R? XIV > -0C(0)R7 X1V . -C(0)NR7 XIV R*xiv 

/\ny>. ci~c67jwk -cf 3 , -cn\ ^o 2 ^e>j&£3¥<z>*^<s>ii#i£ 

[0167] 

(D) R5 xlv «TI2<l)~(9)^e»^^4 , ^eS^^ : 

(1) H. 

(2) Cl~C20T;mrJl/s 

(3) ZZ~Z^t7U7)V^r)V. 

(4) -C(0)0R'' XI¥ , (d-T. R7 XIV «HT^^Z:<hS:|^UT±ISR' XI v<t 



( 99 ) 



^S2002 



(5) -C(0)R7- XIV , 

(6) -C(0)NR' xlv R 8 xiv» 

(7) 7 'J ;k 

(8) -yartyJfJl. 

(9) -(CH 2 ) q -R6 XIV (---r, q x , v 4o<t^R6 XIV «±fa^«<Dt>ro-CfeO, q 
X|V «1T&9. R6 xlv ttOH^fcttSH-Ctt75:V^ , 

(E) R7 xlv fe«i;DCR8 XIV tt§^S(,^cffiftUTH. Cl~C67;l/=Hk C3~C6>-^ 

(F) £M ( ) m xlv a<n?*S«^ n xiv #0T&mi£«-&. pt5<0 

(G) m XIV rt<2©»^fctt#R > lW tt*m xlv lc2# LTR-**«Kt> 7tM&«T% 
#Ri lIv tt*m xlT lC»UTH-*»JW:-3fc«ft»T, R» x „ r *s«fctffrR* x , T <0 
fl>& < 1 *> — O «HT* & -5 o 

[0 16 8] 

-(C)nXiv -^-(Op xiv^±©&tt»©tS»«2Ti&0. 
R3 XIV t*-OR< xlv «^SEt6tV^ ^ittlSTif ±5. 

r/NDy> (ad) j 7jM-ni, d7DP, yDtifctt^i^t. 

[0 16 9] 

»*Hr»a: (XIV) <B<fc&*5ttm*«lT» R 5 XIV 3ft*H*fcl4Cl~C157JWr;^ 
R» X!V *>«fctfR4 XIV **H, Cl~C67;MrJk -(CH 2 ) qXIV -R6 xiv CD4^6iSK£ 



( 100 ) 
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[0 17 0] 
Ut 1 2 9 ] 



R\ \ / /Of- 

R PN-(C) mxiv Vj/rV (XIVa) 



[0 17 1] 
Ut 1 3 0 ] 



[0 17 2] 
[ft 1 3 1 ] 



RVs^ y* 2 ™ ^ 

p^N— (C) mxi v "\ t ^-R'xiv (XIVc) 



R*xiv 



[0 17 3] 

£>) 

R 1 1. R ( A) T~fem<D CO Sr^-T. 
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[0 17 4] 

lit 1 3 2 ] 



R 2 ' R 8 (C) pw 

R 7 xv V w 



[0 17 5] 

(A) m xv tt(h K 2*>S&iRSn*S£»T*0. 

(B) n Iv tp Iv ttO« In 2t3^6a«*n*at»»ca6a:Lfc»»T*0, n xv <h 

$> 0 . n xv <t p xv «>^ft# 3 ©*<&lCttTxvtt 5 -*StT* 0 , 

(C) RV RV R V RV R! V RV R V RV*>**«~F E 

(1) H, 

(2) C1~C6TJU+;P, 

(3) C3—C6 ^ n 7)V*c)V* 

(4) -(CH 2 ) qxv -R9xv 

q xv «l~7T&9, R 9 xv S7i;iK 7 x^;K -0R'° X 

v , -C<0)0R"V -C(0)R«V -OC(0)R10 XV . -C(0)NR«> xv Ri V -CJtf3«fctf-SR 

o. @^^nfe7x^;i/c7)E^stt-0H, -o-(ci~c6t;u^;u). ao^>< ci~ 

C67;U*;k -cf 3 , -CN*«tlWI0^6j««*3ft»6SV»caSfcL"r»lR*n. s 
ii5nfc7x^Hil~3CljftSm. -(CH 2 ) qXV R 9 IV ^J«^>^ E 

[0 17 6] 



( 102 ) 
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(D) RS sv tt-FB(D~C9)0 , t , *»6«R*^: 

(1) H, 

(2) Cl~C207JP*;i/, 

(3) C3~C6->^D7;U+J1/, 

(4) -C(0)0R'° xv > 

(ddT, R •0 xv ttm?fcH it*^T teTf2£««> R "> xv t. ft U 

) 

(5) -C(0)Ri° xv > 

(6) -C(0)NR>° xv R" X v* 

(7) 7 U 

(8) yp/^;k 

(9) -(CH 2 ) QXV -R9 XV . 

v tt-0H*Jt»4-SHTtt«:^O . 

(E) RiO xv ^3j:^R» xv <7)^^ttS^K3!6iz:bTH, C3-C6S- 
^PTM^f-IDiSn, «^-C<0>NR'0 w R" X¥ <&»&K:tt, R'0 xv< hRn 

(F) .&* ( ) m^J&MOt*. T„A«5iaiOt«. n xv #0T-ftl^£ 

^7&<#ffi-r-5<i:#fcttR'0 xv *5J;^R» xv tti¥SEt?S:U, 

(G) m xv 3&<2<OB#tt. ftm^KWLTftR'^ttW-^aofcBlftJtT*?). * 
R i^ttra— 3ft»»-3 £E&ST& 0 . 

(H) n xv ^2ifctt3W<t#tt. ft n „l:»l,T#R»„ttB-^fcl«lT* 

(I) p xv *i2*fctt3T?*-g><h*fCtt. ftp n C»U&R« Iv ttR-^fcl 
ftSTfeO. &R? xv «l^-#g-ofce&*T&£) 

[0 17 7] 
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^ (xv) ©fl:^*©»*Lft^»ttm w *«osfcttiT, R\ w m^fzm\-a 
07M;w^itfn. Ri xv ~R4 xv *«fctfR^ v ~RV^** t ^ n ' e * m ci 

&#£bWb^3te. Rs^jWH^fctt^^^satfti. R'xv^ R J iv< R 3 xv 

[0 17 8] 
Hfc 1 3 3 ] 




[0 17 9] 



Mb 1 3 4 ] 




(XVb) 



[0 18 0] 



Mb 1 3 5 ] 
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(XVC) 



[0 18 1] 



Ut 1 3 6 ] 



R 1 w 




(XVd) 



[0 18 2] 

Ri xv 43ct^R8 xv ^ < xv) "PSiOfeOT**. 
j£ (XVc) &£Zfi (XVd) roft^iwsi/^. 

R3 xv , R4, v , R6 XV , R7 xv 4oJ:U:R8 xv 010Sfc«2 0it-^ 7 K*Ttt7i 
R i <h R2te-J&5£ (A) T'^iO & U 

fot, ^fg^b^(A)^— ^01i-^i7^7>ttTBB<7?^ (XVI) 5:tt^{k6 

[0 18 3] 
[{£ 1 3 7 ] 



(XV!) 



[0 18 4] 



( 10S ) 



4^2002-521463 



R I <h R 2te-fl£5£ ( A) -Ql£.mv> V> £S L, - 

zmt (CH ? ) nxv, (mxv. = 1-5) TI5<£>5££8^" : 

[0 18 53 
[ft 1 3 8 ] 




[0 18 6] 

R6 XV ,« (C1-C3) 7)V*)V. 
R7 xv) tt (CI-C3) 7)V*jv 

Ri XVI tt**. (Cl-C3)T;^;k TU-;KC1-C10)7;U^;U (ZLCIT, 7U 

-MSMefc&TBfcsnwT-bJ:^) . tu-;k (C5-C7) ^ot^ 

*;KCl-C10)7;WP*fctt"Fi3©^«>l6S«U. : 
[0 18 7] 
Mbl3 9] 

H 

(CH 2 ) nw —S -C-R s W i 

R 9 XVI 

[0 18 8] 

n XVI = 1-4. R8 XVI ttTU-;k T'J-;U (CI-C10) 7Mlh, (C5-C7) 
y/?D7M;k (C5-C7) ^^Djm (C1-C10) 7JMf;U-*«U R 9 XV 
(C1-C10) 7M^-*ttt7'J-;^Sb- R 1 wi* e fctfR 5 «itt 
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(CI-C3) 7)V*)V-. 7U-**ttt7'J-;i'7JWrJl'-**t 

Ri wl tt***fc^«fc*i;T«iiianwT'bJ;v»7'U-^t*'r'b©T? 

RitR2«-JKS(A)T3£«©t>©**-r©*«»SH' i . 

fcM*anfcfl2^«nc»feibfcTE©* (xvii) 

[0 18 9] 
Mb 1 4 0 ] 




XVII 



[0 1 9 0] 



( 107 ) 



«p«2O0Z-521463 



^;k -fV^k sec-^;K tert-^-Jk n-'O^k nA+->JHT*5 
. sec-^^k tert-y^k n-^>^Jk n- "s+S^k 

3 ~io<a&*iS^ SWT* %<D1)W3L d r;k* 
x«x^v-2-y;k^;ki;k>x>h*-2-y;^k^;i') . 3-tf^x;u*5j:^t' 

[0 19 1] 

<D#Jte 1 - S'^ D^^If **J:tf 1" J'J' D^O KJHf JUT**. 

T?*5«))!|ijfSLK -t©«tt7'j;k l-*3Ml>-2-:/n<*=Jk 2-*3Mk2- 
^D^x;U. cis-2-^x;k trans-2-y5 : -x;i/43 e l;^3-^^;U-2-y^x;l'S 
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5 DD7l= ^ 3-JD07x^ HDD7z^. 4-h'J7MD/f* 
7l rjK J-7MD7i-Jk 4-7MD7IZJK 2-^h + y7i^k 4 
h + y7i^K 2- HJ;U*5«fctf3- HJ;l"ST*3. 

-fl,7;i^«T*<&©*«»*U<. SfeSttAD^^. HJ7DD^f;i, 

. ftRTJWrJl'. M7^3^r->, 7;l^r;^*, >7 ^ *5<fcZ/- h Dl< 1~ 
[0 19 2] 

(XVII) -eSSn-5ft^«1 3 l:« : *L,^J«TI2W ! fo©T-$.^> : 
m xvl ,]^4~6 0flER^U 

R4 wlI *t**IK^. 1 ~8 ©K*JR^ft#r«***fctt»«EL*:7;P*;U 

^ g }i©7 u i ~4©&S5iic? s^rs 7;p*;i'»#&wt-*ifiifes n 

R6 XV]I ^ i ~6©K*S J P*W-TS7 >+^S- 3 ~6©^^f*W7 
JHr_;US. 3~6©«*«f : P**r*7^*=:;U«*fcttWft*nfc*fc»45|c 

[0 19 3] 

(XVII) "T?*Sn3>»*Lt»«»iEilTW*fl : *JSfcT4:b-&«T»S : 
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(1) m XV ii#5T. RK R*fcR3©#*#**J8?-T?*5fl:#«. 

(2) R< xvn #:/;7oy)M^Ug. frmttS^tuTfr*)^ fy^U7M 

(3) R< xv , |ft<ra& ftfc*fc fi*fi&<7) 7xz;i/S$tttlft$ *lfc 

(4) R'xy,,****®^** — ^Oft^*. 

(5) A™ 1 tftST? R SjvuMTJ^iHt^Sft&t 

(6) {£l&7;U*;Pg#*9 L ^ST&-5'ft-&$l. 
Rii:R2«— ( A) TS«© I' 

[0 19 4] 

^a^OHl80^*^e>> ^BJttVan der Goot Ji (Eur. J. Med. Chem. (1 
992) 27, 511-517)3ft«IB*Lfc^*CSfl5lU*iTe©* (XVIII) 

[0 19 5] 

Mb i 4 i ] 



[0 19 6] 

(ddX% 

Ri<hR2«-^(A)-e^SOfe<D*^U, 

Ri wm l4HSfcttADy>. 4*fcCL F. Br*fctt7;i/=*JI/&£U 

t xv „,ttl~3-C*0, 

u xvlI ,ttl~4T?*S) 




(XVIII) 



( 110 ) 
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R 1 1 R j£ (A) -Cfemo *)<Dtfft * b 

[0197] 

*5SW<03S*Wtt*CA)T?S£«©3fiO, 0) ~ «VIII) K*T*3fc 

£ (1) ©<b'&*ttTBBfl!)*SCl~5©^i"ft*Tli6ft* ("FC©BW!TR>. 
R2, R3, X*5«fctfntt-«*5£ (1) T-5£«<Z>*>©T*&0, Me*5<fctfEt«*3^M3«fc 

^1 (*feA, B, C, D, H. K) : 
[0 19 8] 
Htl 4 2] 

(R 3 )nr ^^!U (R3 )n3 -Q ***"0 
^XH ^XC n H 2n Br ' 



tt2 WffiFtQ) : 
[0 19 9] 
CflSl 4 3] 




V 1 




ROOCNsMCOOR" 

^ ^ 0H ^ OC n H 2n NRiR 2 

^3 (^f£E) : 
[0 2 0 0] 
1 4 4 ] 
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t\io 2 

Pd/C and H 2 
» 

(COOH) 2 

OC n H 2n NR 1 R 2 
(C0OH)2 





CsHsCOCI 



OC n H 2n NR 1 R 2 
2(COOH)2 



NHCOC 6 H5 




OC n H 2n NR 1 R 2 



frit 4 C£f£G) 
[0 2 0 1] 
Ht 1 4 5] 



H 3 C 



O 
II 




LIAIH 4 
Et 2 0 



H 3 C 



OH 
I 



OC n H 2n NR 1 R 2 




OCn^nNR'R 2 



tt5 &m) 

[0 2 0 2] 
lit 1 4 6 ] 




H 2 NOH; HCI 
MeOH t H 2 cT 
OC n H 2n NR 1 R 2 



H,C- 



N(OH) 




OC n H 2n NRiR2 



[0 2 0 3] 
lit 1 4 7 ] 



( 112 ) 



/R b cr (CHRB)p \ 

l C U NH 




R 8 ^ = H ifcttftiftTA'^yl' 

p. q,r = 0-3 (av^C3fi5iL-C) 1 = 2-8 

ft c (a)K1.K 2 C0 3 .EtOH, i 6^, S8E :(b)THF. 3 &f?H. 
(c) K«. K 2 C0 3 . ElOH, 3 h, 60 *C; (d) 6N HCI, 2 h, 100 °C. 

■mi ■ 

[0 2 0 4] 
Mb 1 4 8 1 



( 113 ) 



4$S2O02-S2!463 




[0 2 0 5] 
Ut 1 4 9 ] 
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II 
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U 
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o 
II 



cr 
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[0 2 0 6] 
lit 1 5 0 ] 




p, q. r = 0 - 3 CIVfc&ft LT) 

(a) v?ji^yU3.— fvK 21^1 > r.t.; 

(b) v^=¥-^WH 2 0(1+1>. 4h,0°C. 



Mil : 

[0 2 0 7] 

[it 1 5 1 ] 
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£5 



(CHR a ) p 



\ 



NH 



(CHR d ) 



/ 



(a) 



Br— (CH 2 ) t — COOCH3 



(b) 



HO 



\ 



N 
II 



H 2 N-C— CH 2 




% // 



CI 



(R b C 



I. 



(CHR a ), 



\ 



O-N 



N- 



/ 




CI 



r (CHR ) q 

p. q. r = 0 - 3 (Si^lclcaifi: LT) t = 2 - 5. 
(b) NaH, MeOH, DMF, 6B*M, 80°C 



[0 2 0 8] 
[<bl 5 2] 
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'A: 



(CHR a ) p 



\ 



R -NH— AlMe, 




(CH 2 ) t C=N 



(a) 



(b) 



R 5 -NH 2 (c) 



1 



I II J N- 
\R C C/ / 



(CH 2 ) t -4 >— (CH 2 ) t C-NH-R 5 



p, q, r = 0-3 (l^f^SLt) 1 = 0-2 (EV^fcUMfc LT) 
^ (a) h/^>. 100^, S3f#H«U 

(b) MeOH, SOCI 2 ; (c) h V x.f-/^T 5 MeOH 

[0 2 0 9] 
lit 1 5 3 ] 
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[0 2 10] 

Wfcl 5 4] 
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(0211) 

lit 1 5 5 ] 



<CHR'). 



\ 

I 

/ 



/ \ 



o 
II 



N CH (2 — CH (2| — C -OCH, 



' <CHR°) q 



(a) 



^^-S0 2 -CH 2 — CH J -(CH 2 )„-R 5 



•J 



<b) NaH 



(c)| Sml 2 

(CH 2 ) t 
/ \ 

CH (2) — CH (2) — C 9 C - CH 2 -{CH 2 ) U — R 



/ R ' C r ,0HR '\ 



en 



<CHR"). 



(CHR d ), 



/*> c r (CHR \ 

' (CHR )_ 



(d)or(d': 

(CH 2 ) t 

\ / \ 
H CH p) — CH (2J — HC=CH- CH 2 -(CH 2 ) U -R 



(e) 



(CH 2 ) t 
/ \ 

•CH, 2) — CH m CH 2 -CH 2 -CH 2 -(CH 2 ) U -R S 



p, q. r = 0-3(m/Mc^55:LT) t, u = 0 - 3. 

(a) n-BuLi. -78 °C; (b) THF, CIP(O)0Et 2 ; (c)THF, 4 HMPA; 

(d) H 2 . *j y ^, H&^/Kcis) (d') Na/NH 3 (trans); (e) H 2 . Pd{^7^). MeOH. 



[0 2 12] 



( m ) 



4#a2002-S21463 
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[0 2 13] 

i-(5-7iy* >w) - 'j > J > 

l-(5-7iy + 5"^>^W-ta , J> ? > 

N- * ^;U-N- (5-7i/*y^ >3=JW "IW5> 

|-(5-7i; + s"* >7M - =E^* 'J > 

(5- 7x/ + -7"D^7 5> 

|-(5-7iy*y / 0?JW-2-^Wl'^ , J^> 

i-(5-7iy+^>^)-*-^o tr;nf^u t» 

l-(5-7x/*y / ^>fiW-4-^^l'-^ l J->'> 
|-(5-7x/*M>fjW-3-^f^-^Uy/ 

i - 7-tr^;u-4- (5-7 x y * >^;W -mu*j> 
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i - (5-7 x j * i/^y^M -3, 5- h 5 - v * ^)V- 1:^ u ->* > 

l-(5-7x/*y^ >^;U) -2. 6-c i s- i? ^ f ^'Jy> 
4-#;U* X h*>'-l-(5-7i/*'> / <>f^ - t^'J 
3-*;^Ih*x-I-(5-7x^ >5";P) - 1!^ U 5? > 
l-[3- U-~>2 d ¥.)Vt>)V-$-)V7 x;+y) 7p fcT;W - b!^ U ^> 
l-[3- (4-Tir^ 7 x J -2-R-* fcT;U] tf^ U ^> 

[0 2 14] 

i - [3- (4- ^ t j y x / + ^) :/p tf ;W -4- y tr^ u s> > 
i-[3-(4-y7;7i;*-»7 - D e;w -3- * ^;nf ^ u v > 
i-[3-(4-7tf^7i/+y)-2-s-^f;i'7'pt:;w tr^u^> 
1 - {3- [4- (3-** v 7i;+^^oww^u^ 

l-[3-(4--/7/-3-7MD7x/+>')7'Ofc:;Hf^'Jy>, 

i - [3- (4- - hn7i;^)7*o e;w -3- y ^ e ^ u s> > 
i - [3- (4- x7 / 7 x y * >4 y d e;W-2- y t? ^ u v > 

1 - [3- (4- - h07x/ + ^)^D tr;W -2- * 7)1 tf ^ U 5> > 
1 - [3- (4- - hD7x/+y)7*D MM -4- * tT^ U 5? > 
l-[3-(4-^7/7x/+^)^Dtf;W-2,6-v f /^;Utr^'J^> 

i-[3-(4-yatf*=;u7x/+^)ype-'W-3-y^;nf^u> ? > 
i-[3-(4-y7D7f;i/*Wx;i'7x;*y)7'D t*;u] tr^'j 
i-[3-(4-^^o^>9 1 ;i/*^-;i'7xy^^)^ , D^]tr^u >>> 
i-[3-(4-/7;7xy*>')7'a tr;H -c i s-2- * 3f;u-5-x^;p u s> > 

1 - [3- (4->T /7x;^»7*a tr;W - 1 rans-2-* tT"* 'J v > 

l-[3-(4->7/7xy+y)7"o tT;W -c i s-3, 5- *J * hf^ U ->* > 

i-[3-(4-^p t^7x;+y) 7p e ;H-4-^^;utf^u >>> 
1 - [3- (4-ya tf *x;i/^ x y * -» :/a -2-* ^ tr * u ->* > 

l-{3-[4-(l-k KD*i'7 , D WW 7x / ^^]7'D eJH^-Z^Hf^U ^> 
lM3-[4-(l-th'a+y7'Dk>)7xy+y]7Dk>!-4-^fil'^ , Jy> 

i-[3-(4-^ptr*x;i/7xy*-»^pif;u]-2-^^tf^>J> 7 > 
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l-[3-(4->^Dya \Z)Vti)Vit-)V7 iy*^)^ t^W - H 9 >*-3. 5- ->*y 
i-[3-(4-s/d7 n 7p \±)Vti )Vt£~)V7 x y +» 7*p tf;i/| - 5>7s-35- vy^;l/tf 

[0 2 15] 

i-[3-(4-#;u#y h*->7xy*>-)7*at:;i/)tf^ i J s» 

, _ [3 _ (4 _y □ ^ - ^ y x y + ~» 7 d ; w -2- y e ^ u y > 

i_[3-(4-^d e 7 x/+-» 7p e;i/)-2-y e ^ u > 

,_ { 3_t4_(l_ x |. + □ tr;W 7i^^]yn tf;i/} -2-y tf ^ U v > 

1 _[3_( 4 _^ n 1; 7*p e;i/]-4-^^;i/tr^'j >>> 

i - [3- (4-7 d ^ y x y * » 7 p e;u] tf ^ u v > 

!- [3- h07i/ + ^)^D 'J s» 

1- [3-<4-N, N-v>* >T 5H7x/+y)^0 t£;W t?^ U -7 > 
1 - [3- (4-f V7"DeA7i;*y)ya tf M U 7 > 

i - [3- (4-sec-7?^7 i/*-»7"d tr;i/] u v > 

1 - [3- (4-7*P M )V 7 x / * >) 7" P fc! fc^ U V s > 

i - [3- (4-X5 1 ;!/ 7i/*y)7"p e;M u -7 > 

l-(5-7 x / *Ss1>?M-\. 2, 3,6-f h7tHat 'J ">*> 
l-[5-(4-rhD7x/ + y)-^>^W-^D'Ji ; > 

i-[5-(4-i7DD7xy+y)-^ >^;y] - tr n u 

l-[5-(4-y h=^->7xy=lF>')-^>^>'H-t!PU> ; > 
l-[5-(4-/^7x/*i')-'<>^]-t'D'Jy> 

i - [5- (4-v-y y 7 x y * -» - •*>?;W - tr p u -7 > 

l-[5-(2-^"-75 : -;i'**>')-^>5 : ->'W - fP U 7> 
l - [5- (I -T7 J-)V3r*- 7) >?M - f p 'J v 5 7 
l-[5-(3-i70D7x/*y) >9-M - tf P U -7 7 

i - [5- (4- 7 x 7 x y * -» y=f-)\A - ¥ O 'J v > 



JP 2002-521463 



Pa g e 125 of 7 



{ |25 j #«2002-52U63 

1- I5-C2- (5. 6, 7. 8-le r t- 1 H □ * 7 WW - 50 " * > WW - e D U S? > 
,.[5.(3-7x^7 1 ;^-»-^>f ;H - tD 'J y > 

l-(5-7i; + ->^>^)-2, 

1-15- [I- (5, 6. 7, 8-tert-t Hat7 fJW -*+->]-^>WH - fo U 5» 

[0 2 16] 
l-(4-7i/+y^W-t:DUy> 
|-(6-7i/ ^5"\=£>OW - t'D <J :7> 
l-(5-7i-Jl'f*^>^W - U S» 
l-(4-7xrJVf*7 , fjW-to'Jy> 
l-(3-7 17 +y7"0 MM -tO'Jy> 
j_ [5 _ (3 _- hD7x;*y) > WW -^DUy> 
l-[5-(4-7MD7z/'*i')-^>fW-tD , J> ; > 
1_ [5 _ (4 _- |.n7i^y) -^7 WW -3- * Wl' - 5? > 
1 - [5- (4- 7-t WW 7 x J * 50 > WW - 1! n U i> > 
l-[5-(4-T^ J 7i/*y)-^>fM - trail -77 

i-[5-(3->t/ 7i; *y)-^>f;W - trp u 7> 

N _ [3 _ ( 4 _- Hn7i^y)-7'D £;W - 7X WP7 5 > 
N- [3- (4-77 y 7 x J W7) - 7*P If M - yXfJl/7 5 > 

i - [5- (4-^ > ;U7 x y * -» > ww - tr p u -7 > 

l-{5-[4-(7xX;U7-feWW-7x/ W7]-^7WW-tfP'J 77 
N- [3- (4-7-fe WW 7 x / * 50 - 7* P e;W - 5?X Wl/7 5 > 
l-[5-(4-7t^$K7x;*y)-^> WW - If P U 7 > 
l-[5-(4-7i/ + x7x7+y)-^>fM-tD'J^> 
1- [5- (4-N-^ >X7 5 K7iy + y) > WW - tf p U v 7 > 
l-15-[4-(l-fc KP*5-XWW-7x/*5']-^>WW- t!P'J 77 
[0 2 17] 

1 - [5- (4-7 7 / 7 x / * 7) > WW - -7 X WU 7 5 7 
1 - [5- (4-5-7 J 7 x 7 * 50 7 WW -^U5» 
N- [5- (4-7 7 / 7 x J * 50 7 WW - 7 * WU7 5 7 
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N- [2-(4-y7y7iy* ~» - X^;i/] - S^X^l/T 5 > 

n- [3- (4-> 7 7 ^ x y * -» - 7* p tf ; w - ^ * 7)i t s > 

N- [4- (4->7y7z/+y)- - 5*X^/W7 5 > 
N-[5-(4->7y 7 x y + -»-^>f ;H - y-/d t'JP7$ > 
i-[3-(4->7;7i^y)-7*a tr;P] -ta'Jy> 
i- [3-(4->-t / 7i;*^)-7"d - f^u s> > 

N- [3- (4-y7;7xy*y)-7*D tTJlO -^^fUW5> 
N-[6-(4-y7/7xy^y)-^ >7H - S?X^;WT 5 > 
N-[3-(4-y77 7x;*y)-7D MM - y7"n \d)VT 5 > 
j|-3-[4-(l-t Ko+yXfJW-7x>'*y]-7*at:j|/-Wjl/7i> 
4- (S-y'Xf;!'? $;7p y)-7th7i7>- > A 
I - [3- (4-7 -fe 3^7 i/ + -»-/DW]-Wjy> 

i- [3- (4-y-fe5 L ;u7 x;+y)-7*o tr ju] -3-* u -7 > 

l- [3-(4-7W;U7 x^y)-^ tf;P] - 3, 5-t rans- 7* ?)V- fcT"* U 5> > 

i-[3-(4-7tf*7x/*y)-7"p e;i/]-4-^^;w- e^u 
l- [3- (4-yp tf *x ;U7 x/t»-7"D tf ;w - u i> > 

,_ [3 _ x/^y)-^ tf;H-3, 5-c is-xpWU- fc^ 'J > 

i - [3- (4-7 * ;i/ 5 ^ 7 x j * - -f p tr ;n - e ^ <j ^ > 

1- [3- (4--f 7 7*^ U JP7x7*y)- 7*o t*;W - 'J 5> > 

N- [3- (4-7*P V*=.)V7 x 7 + - 7*P tTJU] - -7X^;U7 5 > 

1- [3- (4-7*^ U;P7i7*y)-7*ntf;W-^ U v > 

1 - [3- (4-7-t ^ 7 x 7 + 5» -7*P tf ;W -2, 3, 6-^ h 7 1 H P tT U > 

a-(4-7t?^7x7 + y)-a'-(4-^5 : ;Hf^UyV) p-^^P-^ 

a-(4-7-k?;i/7x/^-»-a , -(3,5-cis-7^5 1 ;Hf'<U> ? y) p-^5>n-;P 

[0 2 18] 

a-(4-7-k5 L ;U7xy + -»-a , -(3,5-trans-v^9 1 ;i'tf^ , J TV) p-^v-P — 

a-(4-7-fe^7x/ + -»-a'-(2-^^;i/tfPU -77) p-^xP-^ 
a-(4-y?D7'Pk"MM^7iy : ! : y)-« , -t?^ l J yV) p-^n— A- 
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->P — )V 

a-(4-xi'P^Dt!^;V«7iy*-»-a , -t:D | Jy/) p-*->P-;U 

3- 7 x - jU7* p Mm- (4- * e i 'j ^ y ) 7* p tf ;ux-^ 

3- 7 x -;^d e;w- (3, 5-c i s-v* ^ tf * u sv ) t*d e^x-^i/ 

3- 7 x x;U7°P (3, 5- h 5 > 7. - V * tT^ 'J >> 7 ) 7* a t'^X — r J'/ 

3- 7 x x;i/ 7* D \f.)VZ- (3- 7. t! < 'J v 5 7 ) 7°P f ;PX- 
3-7xXJl/7*Pfc*Jl/3-fc!P 'J y/ 7"p tf;i/X— tSM/ 

3-(4-i?ao7x zfu e;i/3- (4-7 £ * u v 5 / ) 7*p f;ux— x-ju 

3- (4-7 P P7xX;|/) yp fJl/3-(3, 5-cis-^y v/ ) 7"p tT^X-x 

3- (4-7 P p 7 xx;i/) 7*P f;i^3-(3. 5-lrans-J>/ ^ tf^ 'J ^ 7 ) 7*P £;i/X- 

2-7?Ml'4-(3-k"^ l J >>/ 7*P ^75/)+^ 'J > 

2- * 3^4- (6- 'J / ^ 5 » + 7 »J > 
7-7 P^-4-(3-fc!^'J -7/ 7"D / )*/ U > 

7-^p;i/-4-(4-if^u ^vywsy)*/ u > 

7-7PJW-4-(8-fcf^'Jv/*7^l'75/)*/ u > 

7-7 p )V-\- (i o-e^ u *j y r ~s)vt a / > * / u > 

7-7 P;W4-(12-t!^U ->V 7)+/ 'J > 

7 _/ 7a ;i / _4-(4-(3_e^U yV7'D#+-»7xZ^7 5 /)*/ 'J > 
7-i7PP-4-(2-(4-(3-^ l JyV7*P#+-»7x^)X^7$7) + / 'J 

> 

[0 2 191 

4- (6- 'J v / 7 -f ;u) 7 x x;P3- U ->V 7°P h";UX-^JU 

5- rhu-2-(5-t^ , Jy7^>f;l'75/)triJy> 

3- x hp-2-(6-tf-^'j yy^>w^y) f'J> 5 > 

5-7 5/ -2- (6- k*^ 'JyV^ >J-)VT 5 7 ) fc* 'J v > 
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2-(6-fc^'J>V\*:Wl/TS/)*/ U > 

N _ ( 4 _/7 p p ^ y - N - p ^ ;Wl/-3- if <J V / ^ D tf JU-f V 

2- (6- if ^ 'J :// »^>"/5 1 7 x /— 

i o- tf ^ u^/f s > 

3- 7 x -;p^d tf;l/3-CN, N-i/x^uzs 7 ) "/d tf ;i/x~ 

N-(3-(N. N-yXf^75 / ) :/n tf;WN' -7irJ^i 

n- -> p ->;i/ ^ 5=-;i/-N' - (3- tf ^ <j s> / y o tf ;io ^7-y> 
N- (4-7 n > W -N* - (4- fc?^ U / t 5 K 

3-i7n;U-N-(4-tf^'J y/W)-N-^f;l'-^>1f>XM>7$ H 
N _ (4-^DD^>yJW -2- (4- 1!^ U ~>V / ? 7 1 ^JW 1^ >7 * y > 
1 - (5-> ? D 5Wl^ >^ / -)V) (1 , 4- t: if ^ 'J > 
xX-l-(6-v^O^:Wl/-3-^*-tl>-l — f ;W tf^'J v> 
N 7 >X-l-(6-y ^ □ A+yJH-^+t >-l —f ;W if^U S*> 
1-C2-C5, s-*J*=?)V-\ ;W y^a^n tf;» tf ^ 'J ->*> 

[0 2 2 0] 

3t<DJ— hu\£y>7f (nootropic) &^Jll«fll^ftA©£:E?3*5<i; tfffffilB 
*5EW'fb^'»tti«a&#«>CNSi»*©ii&*c«pfrWffl-e»s. 
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e 

ti. *«*tW) . »*«. (Kttffc. MM*. 

m*m. &%mw) *) ©<o»* 

[0 2 2 1] 

*«lfltti^l«»tbTO»«tUTja*»ft*©-«<A)«)fl2*«*TO 
#fgBSte#K> (0 ~ (XVIID ©ft£*ft*&BI6»CW-r*fc©T** 

*f6^ttett««-tLTiC (l) ~ aviii) ©fts^ft^^trSSOffi^KiH-r 
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*m &m~c \tm □ a-»3Wir«i hji v» s n* - 

[0 2 2 2] 

*5BW»a6C» (1) ~ (XVIII) ®^*©ffifflCH«-rst>OT»*. 

**«tt*6ic, * (i) ~ (xviii) (Dik&ifovfemizmMtfitmmmz&s- 

[0 2 2 3] 
[HM#J] 

[0 2 2 4] 

[Si] 
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N 










1 


C16H25N0-.C2K204 


14M45°C ! 


C: 64.06 (64.07) 
H: S.C9(8.l6) 
N: 4.14 (4.15) 


A 


2 


Ci5H23N*0;C2H204 


153-1 55 °C 


0 63.06(63.14) 
3: 7.78 (7.79) 
Vf: 4.42 (4.33) 


A 


3 


Ci4H23NO;C 2 H20 4 

\ ^ CH 2 CH 3 

ll-<f,H-(5-7i / * v j * i > + A-)-x+.-l7 ^ > 


I22-124°C 


C: 61.74(61.72} 
H: 8.24 (8.09) 
V: 4.52 (4.50) 


A 


4 


Ci 5 H23NC>2;C2H204 

1 (s -? j. ./ * •> '< v > *s> * * ' y- i> > 5 v 


)6646B°C 

1 
l 


C: 60.10 (60.16) 
H;7.45 (7.31) 
M: 4.0S (4.13) 

1 


A 


5 


C17H27NO; Q2H2O4 


132-134°C 


C: 64.70 (64.93) 
1L 3.34 (332) 
N: 3.35 (3.99) 


A 


6 


Ci6H27NO;C2K204 
/=\ CH 2 CH 3 

CH 2 CH 2 CHj 


90-21 =C 


C: 63.60 (63.69) 
3; 8.83(8.61) 
N: 3.97 (4.13) 


B 

1 
1 
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Ci7H 2 7KO; 1.1 C2H2O4 j 

£^-ot«*r\3 L1(CO0H>I 

1 -(5-7 x / * > ^ 9-*) / 9- A' ur 'J V>> 


80-S3°C 


C:64.15(63.98) 
H: 8.42(8.17) 
N: 357 (3.89) 


B 


8 


Ci9H3iNO;C2H204 
^ />"0-(CH 2)5^ — nC 3 H 7 (cuumj 2 


165-166°C 


C: 66.27 (66.46) 
H: 8.94 (8.76) 
K: 3.72 (3.69) 


B 


9 


CnH27NO;C2H204 

1 - (S- ^x./*y-0? .0-4-.< v t' V £✓ -V 


\51-\52 a C 


0 64.87(64.93) 
H: 8.41 {8.32} 
N:4.01 (3-99) 


& 


30 


CnK27N0;C2H2O4 

/ \ ~ — * _*.« \ {COOK) * 


14(M41°C 

7U-3-A-) 


C: 65^5 (64.93) 
H: 8.49 (8.32) 
N: 4.00 (3.99) 


B 


11 


Ci7H26N202:C2H 2 O 4 
l^"^— 3 (CH ? y/ \c3C)i 3 (C00H) 2 


1S6-188-C 


j C: 59.78 (59.99) 
H:7.47 (7.42) 
N: 7.35 (736) 


B 


12 


CisH29 n O*. 105 C 2H20<: 

^^-0 -<CH 2>*" N ^^ LD5 (C ° 0H) * 
CM, 

! . ( 5 . x j ± ^ - ^ -5 . £- traris - v? y * j> - tf « V i J > 
*7W- K 


J54-155°C 

1 


C: 65.16(65.25) 
H: 8.61(8.47) 
N: 3.66 (3.79) 


6 



[0 2 2 6] 
[S3] 
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n 


^ ~ \h 2 
**** v * 


154-155°C 


C:6S62 (55J3) 
H: £.64(8.55) 
N: 3.63 (3.83) 


B 


14 


Ci8H29NO;HO 

CM 3 


135-136°C 

1 

i 


0 69.18(69.32) 
H: 9.79 (9.70) 
K:4.2R(4.49) 


B 


15 


^^-O tCH z)s-^ CQC 2 Hs (COOH) 

4- _ rf; X h * : - 1- ;5- -7 * y * i/-* > " 


U9-150°C 


C: 61.16(61.60) 
H: 7.76 (7.63) 
N: 3.40(3.42) 


B 

i 
1 

i i 


16 


Cj9H29N05;C2H204 

COOC a H, 

^~^-0 "(CH 2)5^ y <COOH) z 

3- ;j - £ x. Y ii -> - i - ( Z- ~ * S *f i"< " IT** y ^ ; > 


117-U8°C 

4- 


C: 61.54 (61.60) 
H: 7.87 (7.63; 
N: 3.29 (3.42) 


B 


\7 


C]6H22NO:C2H204 
^"^-Q-(CH (COOH) 2 


177-1 7?°C 


C: 64.19 (64.46) 
H: 7.49 (731) 
N: 425 (4.18) 


B 



[0 2 2 7] 
[14] 
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18 


Ci 5 Hz**203, C2H2O4; 0.2 H2O 


145-l4rC J 


C: 54.S9 (54.89) 
B: 6.68 (6.61) 
M: 7.41 (7.53) 


C 1 


19 


Ci5H22dNO:C 2 H204 


139-1 4 l°C 

1 


C: 57.00 (57.06) 
H: 6.63(6.76) 
N:3.79 (3.91; 

CI. 10.24 (9.91) 


C 


20 


Ci6K25> ID 2J c 2 tt 2 0 4 ' 

««*-£^^* fM 0 CC00H)2 

1 0 <* jt »■* 5^ y3-Ji?v 


I15.U6°C 


C: 61.22 (61.17) 
H: 7.72 (7.70) 
4.03 (196) 


C { 


21 


1 C16H25NO; C2H2O4 

»,»£^^*0 (C0OH) * 

i -C5-(4- y x, -7 * / ^ * > a 1 - h n «j i» 


13S-140°C 


C: 64.05 (64.07J 
H;8.0C(S.07> 
N: 4.10(4.15) 


c 


22 


Ci6H22*20; 11 C2H2O4 


129O30°C 

1 


! C: 61.24(61.16) 
H:6.81 (5.82) 
In: 7.95 (7.84) 


c 1 


23 


C t9 K2jNO; C2H2O4 


|«6-}67°C 

£ / 


C: 67.42 (67 .54) 
H: 7.26 (7.29) 
N: 3.66(3.75) 


c 
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24 j 


C19H25NO; ta5C2H 2 04 
^^-0'<CH 2)^(3 <C00H) 7 

1 lO (1 , ^» *V 'I -< / • - u J \ 1 ^ *r 


560-163*0 j 


C: 55-12 (65.22) 
E: 7.17 (7.00) 
N: 332(3.54) 


c 


25 


Cl5H22ClNC>; Q2H2O4 

^^-0 -(CH 2 U'\^ <CO0H) 2 

1 - [£- :3-^uu7r,- * s^;— ^LJ ».l ^ > 


I3i-132°C 


C: 56.94 (57.06) 
H: 6.67 (6.76) 
N:3.74 (3.91) 
Q: 9.64(9.91) 


C 


26 


C 2 iH 2 7N0;C2H2O4 

_ "L 0~'.~S * — **" V — ✓ *Y *■ J . t *■* / «» 


IS9-190°C 


C: 69 .16 (69.15) 
H: 739 (732) 
K: 3.39 (3.51) 


C 


27 


Ci9H 2 9N0;C2H204 

^-^^-0-<CH (C ° 0H) 2 

i-(. t ,-j.-(r,.fi.7.ft-r^t 5 

-c .11- ! - 1 o V :V > *3;77 * 9" l- - h 


13I-132°C 


C: 66.73 (66.82) 
H:837 (8.28) 
N: 3.68 (3.71) 


c 


28 


C21H27NO; 1.1 C2H2O4 
<T = Vo -(CH 2) 5 -N^3 " < C00H > 2 

i-ls-(.V7x;/^x y j? »^ v -r a, J - fa 'J v > 


I55-157°C 


C: 68.40 (68.22) 
H: 7.04 (7.21) 
N:3.<5{3.43) 


c 



[0 2 2 9] 



( 136 ) 



$#^2002-521463 



29 


yjaJtf-Pi ■ 

Ci5H 2 iNC;C2H 2 04 


140-U]"C 

«&*tx*./ -*:.:« 


C: 63.45 (63.54) 
H: 7.26 (7.21) 
Ns 4.26(436) 


B 


30 


Ci9H 2 9NO;C2H20 4 

l-(S-U-i(-V3.7.a-? l-Sfc F D-J- 7 "f»V)-5r*> J--^ : 


14S-149«C 
«g«x *-'-*) 


C: 66.99 (66.82) 
H: S.47 (S.28) 
N: 3.72 (3.71) 


C 


31 


C V 4H2|NO;C2H 2 04 

<Qm J -cch j >V v J < cooh >* 


143-144*0 

(tejfx^y-*) 


C: 62.25 (62.12) 
H:7.46C7-49) 
N: 4.49 (4_53) 


C 


32 


C16H25NO: I.IC2U2O4 

1 - (6- V x * S'^ * i'A ) - fu V i>> *3fc'<* * ■» f 


146-147°C 

Ofctfx*,/-*: 


C: 63.06 (63.10) 
H: 8.03 (7.91) 
N: 4.32 (4.04) 


C 


33 


Ci5H23NSi I.IC2H2O4 

^_J>- s-cch i)s -n ^ " < CO0H > * 


15<V:52 C C 


C: 59.52 (59.29) 
H: 7.44 (7.29) 
N: 4.06 (4.02) 


C 


34 


Ci4H 2 iNS;C2H20 4 

I- <4- 7 x ~ it 9" * 1 * A*) - O 'J J- 1 > y 


114-115°C 


C: 59.24 (59.05) 
H: 7.16 (7.12) 
N: 4.15 (4.30) 
S: 9.79 (9.85) 


C 



[0 2 3 0] 
C*7] 



( 138 ) 



^2002-521463 



41 1 


C1SH22N2O.C2H2O4 
J-r5-(3 -isTS ~ 3.s*»-<>1->^-V a " >'> 


U9-120°C 


C: 61.95 (62.05) 
H: 6.88 (6.94) 
N: 8.00 (8.04) 


C 


42 | 


Ci3H20^2°3; c 2 H 2°4 


160-16 1°C 
ilgJtx 

1:1 


C: 52.46(52.63) 
H: 6.49 (6.48) 
N: 5.10(8.12) 


F 




Ci4H20N20;CoH204 

/=\ CH 2 CH, 
NC< A-0-(CHa>^; <C00H) 2 

\ — V ch 2 ch3 


148-150°C 

«6i1x£./-A> 


C: 59.40(59.62) 
H: 6.82 (6.88) 
N: 8.60(8.69) 


F 




C22H27^02^ C 2H204 

^ 0 

I - .S- (^-^< V >"7 x ./ * > f ]V, -fc'^ U fx V 


I4UI42°C 


C: 67.17 (67.45) 
H. 6.80 {6.84) 
N: 3.18 (3 .28) 


D 


45 


| C?jK->9>102; C2H2O4 
I 

{ (COOH) 2 


17M78 3 C 
{£#x 


C. 67.77 (68.01) 
H: 7.09 C? 08) 
N: 3.26 (3.17} 


D 
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46 


^vmi vt*^:v p 

Ci5H23N02;liC 2 H 2 Oc 

s lb u Th**,-? */n:-**i ^7S> 


108-110°C 


C: 5930 (59 JO) 
B: 7.47 (7.29) 
N: 4.18(4.0^) 


F 


47 


C17H26N2O2; C2H2O4 
0 — 

l-{$-(-1-T* -75 ~ 7 l-^G'J 5 ; > 


142-144°C 

(J£?\ — £ / -'HO 


C: 59.67 (59.99) 
U: 7.55 (7.42) 
N: 7.25 (7-35) 


C 


48 


C2)H27N02;C 2 H2O4 

0"°^^°^ (C00H> 2; 


135-135«C 


C: 66.49(66.49) 
H: 7.05(7.04) 
N: 3.24 (337) 


D 


49 


C 2 2H28 N 202; 1.1 C2H2O4 

1.1 (COOH) 2 


176-:7£*C 


C: 64.56 (6438) 
H: 6.89 (6.74) 
N: 6.26 (6.20) 


E2 


50 


C I 7H27N07;C2H204 

H3C > H -^^°^ CH 2>5^0 CCO0H)2 

_ - {5 - 1 4* \ I " t r □ 2^ > -X 2 s x- * *r / * * 

e n v > * u - Y 


102-ltK°C 


C:61.S9 (62.11) 
H: 7.94 (7 96) 
N: 3.77 (3.81) 


G 


51 


Ci6H24N 2 0:C 2 H2O4 

y , CH«XHj 

NC-{ )>-0 -(CH * <C°°H) 2 
> — *' CH jCH 3 


120-122°C 

{PJtx 


\ C: 61.56 (61.70) 
H: 7.54 (7-48) 
N: 7.S7 a 99) 


H 
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52 


C17H24N2O; C2H2O* 
HC-^y-O^CH^s/^y <COOH> a 


U5-llo°C 
tt**fx 


0:62.62(62.97) 
H: 7.20 C7.23) 
N:7.76 (7 73) 


- 


53 


Ci4H20N2O;C 2 H 2 O4 

NC " CCH ^ CCOOH) 2 


14S-l49°C 
(fcttx 


C: 59.68 (59.62) 
H: 6.76 (6.88) 
N: 8.57 (8.69) 


K 


54 


Ci3Hi S N20;C 2 H2O4 

/=\ CH 2 CH 3 

>0-(CH2)^ x (CCOK) 2 
" CH2CH1 


U4-125°C 


C: 58.15 (58.43) 
H: 630 (6.54) 
N; 8.95 (9.09) 


H 


55 


ci2Hl6^20i C2H2O4 

nc XZ^° <ch * )rN ' 3 (cooh> 2 

ink ;3-«-v7> yx-'^t,-:- /a ^ n,> #.i7s> 


I6£-I67*C 
(te»x^r>-jU 

1:1 


C: 57.01 (57.14) 
| H: 6.02 (6.16) 
N: 9.46 (9.52) 


H 


56 


j C15H22N2O; C2H2O4 

/=v CH 2 CH 3 
I NCH C /H 5 ^" 2 ^ CCOOH) 2 
I ^ — s CH 2 CH 3 

M-[' -V 7y?x L/J-*?? . V Y'sX *t^r* > 


l43-14f°C 
iigttx 


C: 60.80(60.70) 
H: 7.11 (7.39) 
N: 3.22 (8.23) 


H 


57 


Cl8H 2 aN20; C 2 H 2 0 4 

2>S " N \ (COQH) 2 


134-136°C 


C: 63.38(63.47) 
' K: 3.11(7.99) 
H: 7.29 (7.40) 


H 
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r 

58 


Cj4HigN20;UC2H204 

ncH 0~° " (ch 2>3 " n O li (cooh) 2 


163-165°C 
<**rtx.?.'-jt) 


C.5S.95 (59.08) 
H: 6.23 (6.13) 
N: 3.43 (8.51) 


H 


59 


Ci5H2ON2O;!.05 C2H2O4 

Nc '^3 h °" <cM ^v3 i * o5(coort>2 


15M53°C 
•:tt*txs;-jw 


C: 60.62 (60.61) 
K: 6.66 (6.57) 
N: 8.25 (%2T y 


H 1 


60 


C16H22N2O; i.05 C 2 H 2 0 4 
HC-^^O-CCH^,/^) 1.05(COOH) 2 


I24-125°C 


C: 61.62 (61.60) 
H: 6.94(6.88) 
N: 7.87 (7.94) 


H 


61 


CnH 2 6N2O;C2H204 

NC-£ A-0-<CH^ 6 -tl v CCOOH) 2 
^ — ' CH 2 CH 3 

N-&-M-l>:V ^=/*v>'^=fV H-yjJ.-rA.7iiS 


no-ii2°c 


C: 62.90(62.62) 
H: 7.76(7.74) 
N: 7.61 (7.69) 


H 


62 


Cl6H24N 2 0;C2H 2 04 

NC A //° " (CH ^ r> ^ (C0 ° H) 2 
^— ^ C3H7 


12?-128 3 C 


C: 61.57 (61.70) 
K- 7.57 (7.48) 
N: 7.91 17.99} 


H 


63 


C15H25NO2; C 2 H 2 0 4 ; 0.5 H2O 


33-36°C 


C: 58.15(53.27) 
H: 8.15 (8.05) 
N: 4.21 (4.00) 


G 
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P 2002-521463 . - — Page 142 of 22' 



( 142 ) #3*2002-521463 



64 


HON ^ — y C 2 H $ 


99-lOO=C 

cje«x^- no 


C: 57.26 (57.61) 
• H: 7.47 (739) 
N: 7.72 (7.90) 


J 


65 


Ci6H23N0 2 ;C2H 2 O4 

Hic "fi"C^~° (ch ^ r \~^ <cooh) 2 


159-l60 3 C 


C: 61.18 (61.52) 
H:7.11 (7.!7) 
N: 3.96 (359) 


K 


66 


C17H25N02IC2H2O4 

CH 3 

H 3 C-C-^^0 fCH 2h-\^) < C00H > * 


143-144°C 


C: 62.11 (62.45) 
H: 7.41 (7.45) 
H: 3.79 (3.83) 


K 


67 


Ci8H 2 7K02;C2H 2 04 

H 3 C-<j-^^-Q-(CH ^ (COOH) 2 

CH 5 

- fo_r<i T , +7-£n /. /£OV ft3K" ,1/1-3 .5 -trans - l^J^"^ /I/"* 


171-172°C 


0.63.06(6331) 
H: 7.44 (7.70) 
N:3.64 (3.69) 


K 

i 


68 


Ci7H2<H02:C 2 H204 

|JU w (C0OH > 2 


160-1 6 I°C 


C: 62.47 (62.45) 
H: 7.46 (7-45) 
N: 5.77 (3.83) 


K 

« I 
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69 

\ 


Ci7H2SN02;C2H204 . 

c ^'?c^y°^ cH ^zy ccooh> 2 

o 


U8-149°C 


C: 62 34 (62.45) 
H:7.5! (7.45) 
N: 3.79 (3.83) 


L 


70 


CigH 27 N02;C2H204 

CH 3 


I74-175 a C 


C: 63.22 (633 1 .) 
H:7.60 (7.70) 

1 

K; 3.64 (3.69) i 

i 


K. 


71 


C15H2JN02; C 2 H 2 0 4 

" sX^^^^nZ^ <co ° H) z 

0 — 


152-153°C 


C: 60.23 (60.52) 
H: 6.81 (6.87) 
N: 4.15 (4.: 5) 


L 


72 


C)8H27WC2;C2H 2 04 
(COOH) 2 

. r«i »j v. #— r— • M — ■ y ^ v\ Hnl-' l \ S\. 1 1 

1 -y.-j-'jH~ »i . .'~ ~ 11- .• n.S .sj- ./Ut_ .'I'j^c ^/✓^ 


12M22*C 


C: 63.02 (63.31) 
H: 7.73 (7.70) 
N: 3.66 (3.69) 


L 


73 


Ct6H 2 fN02; I-5C2H2O4 
C 2 H s -C-4 /V-0 -(CH j) 3 -N % 1.5 (COOH) 2 


113-L20°C 


C: 57.27 (57.23) 
H: 7.00(7.05) 
N: 3.^7 (3.52) 


L 
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74 


C18H27NO2: C2H2O4 

^"'"sO^^'O <C00H)2 

0 . — 


138U9°C 


C: 63.09 (63.31) 
H: 7.78 ^ 7 0) 
N: 3.75 (3.69) * 


L 


75 


11 C2H2O4 

0 

1.KCO0H) t 


143-144 


C: 61.21(61X0) 
H: 6.25 (6.52) 
N- 4.00 (3.91) j 


K 


76 


Ci8H25>^02: I- 05 C2H2O4 
1.05(OOOH)2 


177-179°C 


0.63.10(63.21) 
H: 7.28 (7.15) 
N.3.61 (3.67) 


L 


77 


C17H25N02: 1.1C2H204 
/=\ ^ / \ 

H 3 C-|pv A-OCH 2 CHCH 2 ~N x J 

O "™ 

| 1.1 (COOHk 


149-151*C 

OftTl-fc. '-■»■'> 


C: 61.72 (61.59) 
H: 7.5^ (7.321 
N: 3.74 (3.74) 


M 


78 


Ci6H>2N 2 O-.HC];0.] H 2 0 

nc— ^' Q(CH 2 ; 3 --f/ V-ch 3 
Ha 0. 1 h 2 o 


200-202°C 
1 : 1 

I 

i 


C; 6^.57 (64.79) 
H:3.02 (7.88) 
N: 5.30 (9.44) 
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79 


CHs 

Ha 


17M73°C 


C: 64.87(65.18) 
H: 8.01 (7.86) 
N:-9.40 (9.50) 


N 


80 


Ci7H25N02;C2H 2 O4 

H3C nrVj^" QCH2CHCH2 " N \ / 

{COOH) 2 


14S-150°C 


C 62.20 (62.45) 
H: 7.46 (7.45) 
K:3.73 (3.83) 


M 


81 


C18H27NO2; Ha 

° HCI 

1 13 -4 O X *V A-.O x J* V]?=l t* JUHr -V, VV * flf 


148-150°C 


G 66.10(66.34) 
H: 8.92 (8.66) 
H: 4.16(4.30) 


O 


82 


C| 5H i9l r N20; HCI; 0.25 H2O 

NC~^^)— 0(CH2) 3 -/ y 
HCI; 0,25 H 2 0 


157-159°C 


G 59.13 (59.40) 
H: 6.60 (6.£1) 
N:5.94 (9.24) 


1 1 


83 


Ci5H22N 2 03;C2H 2 O4 

CH 3 

(COOHfc 


172-174 3 C 


C: 55.45 (55.43) 
H: 6.53 (6.57) 
N: 7.58 (7.60) 


N 
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34 


Ct6H22N 2 0;Ha 

CZ^~ ° (cH2h " N N / 

HO 


i 77-180=0 

1:5} 


D 64.96 (65.18) 
H: 7.79 (7.B6) 
N> 9.44 (9.50) 


N 


85 


Ci5H22N203;C 2 H20 4 
(COOH)2 


15':-153*C 


• 0 55.38(55.43) 
H: 6.57 (6.57) 
N: 7.40 (7.60) 


N 


86 


C15H22N203; 1.1 C2H204 

1.1 (COOH) 2 


119-121°C 

tt*ttx<v-*; 


C: 54.52 (54.74) 
H: 655 (6.46) 
N: 7.19(7*42) 


N 


87 


C16H22N2O; 1.4 HQ; 3.5 H 2 0 

NC — ^ — Q(CH 2 ) 3 — N^^> 
1.4HCI; 1.5H 2 0 H 3 C 


180-1825°C 
(Kttxsrs-ii'/ 


C: 58.52 (58.26) 
H: 8.20(8.17) 
N: 7.90 (7.99) 


M 


88 


Ci8Ha?N02; C2H2O4 

J . — ■ 


135-136 3 C 

fc<lX?/-/l/ 
1:1 > 


C: 63.34 (63.31) 
H: 7.63 (7.70). 
N: 3.65 (3.69) 


N 



CO 2 4 0] 
[1171 



( 147 > 



^2002-521463 



8S 


Ci 9 H27^02;^C 2 H2O4 

OirO" 0(CH2>J ~O 

o 

1.B(COOH) 2 


80-82*0 


C: 58.54 (58.57) 
H: 6^7 (6.65) 
N; 2.97(3.02) 


L 


90 


C20H29 N O2;l-lC2H2O4 
LUCOOHh 


14:M45°C 
1 : 1 


0 64.39(64.33) 
H: 7.78 (7.59) 
N-.336 (3.38) 


L 


91 


Ci8«26^ f 20; 1.05 C2H2O4 

^5 

NC— Q(CH 2 ) 3 -/ ^ 
1.05{COOH)2 H 3 C 


U8-159°C 


C: 63.38(63.37) 
H: 7.19(7.43) 
W: 7.22 (7.35) 


N 


92 


C18H26N2O; K4 C2H2O4; 0.6 C2H5OH 

C 2 H 5 

NC— ^"^>— 0{CH 2 ) 3 -N N ^J> 

1 .4 <COOH) 2 : 0.6 C 2 H 5 OH H 3 C 
L-[3- (4— ^ n7i.^'/) f A'] -trans-2-/ *V> 




C: 59.89 (60.04) 
H: 7.29 (7.42) 
N: 6.31(6.37) 


N 


93 


Ci7H24N20:C2H 2 Oi 

PH 3 

(COOH) 2 N CH 3 


16!-163°C 


: C: 62.73 (62.97) 
H: 7.28(7.23). 
N: 7.64 (7.73) 


N 
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94 


Cj K H27N02;l.l C 2 H 2 04 

cft T^(^ 0(CH2)] ^C^ CH3 

\A (COOH> 2 

i - |3-<i- Joe x-jijx }\>y*-j* * i az*<Ws 


163-165°C 

1:1 


C: 62.43 (62.46) 
H:7.67 (7.53) 
N:3.53 (3.6!) 


N 


95 


CisH2?N02; C2H2O4 

C 2 H s ^^^O(CH 2 ) 3 ~/^) 
(COOH) 2 H 3 C 


92-94°C 

1 : I 


C: 63.01 (63.31) 
H; 7.79 {7 70) 
N: 3.61 (3-59) 


N 


96 


Ci8H29N02:C2H20 4 

CgHs-CH^"^— Q(CHgb-^ y 

OH N \ 

(COOHfc CH 3 


144-145°C 

>*..'- It/ 

1:1 


C: 62.95 (52.97) 
H: 8.13(8.19) 
N: 3.54 (3.67) 


P 


97 


CigH29N02;C2H2O4 

C 2 H S -CH<^ ^— Q(CH 2 >3-K^ y— CH a 
OH ^ — ' 

(COOHh 


162-1S3°C 

1 :1 


C: 62.64 (62.97) 
| H: 8.31(8.19) 
j N: 3.62 (2.67) 


P 


98 


Ci8H 2 fiN 2 02;HCl; 0.1 H 2 0 

N(OH) / 

HCl; 0.1 H 2 0 


15M53°C 
1:1 


C: 62.91(63.09) 
H: 8.64 (559) 
N: S.2S{3J7) 


J 
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99 


Ci9HK"N20i; c 2H204 
^OCH 3 ) (COOHh 


179-1 8 !°C 

1:1 


C. 61.86 (61.75) 
H:7.Sl(7.90i 
N: -6*2 (686; 


Q 


too 


Ci7H24N 2 0;C2H 2 04 

CH 3 

(COOHfe CK 3 


163-1 65°C 


C 63.04(6257) 
H: 7.10 C? JO) 
N: 7.53 {7.73) 


N 


101 


C20H29NO2; QH2O4; 0-2 K2O 

/:H 3 

t>irO^ (CH2)3 "" N 0 
0 — \ 

(COOH^; 02 H2O CK 3 


136-1 3 S°C 
1:1 


C: 6434(64.59) 
H: 7.70 (7.74) 
N: 3.44 (3.42) 


N 


102 


C20H29N02;1-1C2H204 

CH 3 

1.1(COOH)2 CH 3 


L30-132X 
1:1 


C: 64.50 (6433) 
K: 7.82 (7.59> 
N: 3.33 (3.38) 

i 

i 
1 


N 


103 


C16H23N03; C2H204 

H3 ° c TVi M>(CH2> ^\^ 

0 {COOH) Z 




j C. 59.03 (5&.S5) 
J E: 6.76 (6.86) 
N: 3.77 (3.81) 

! 


L 

1 



[0 2 4 3] 
K2 0] 



( 150 ) 



#312002-521463 



104 


C 3gH27NO; C7H8SO3 


CH3C 6 H 4 S0 3 K H 3 C 

, -[3-4.4- '<~tlsx j * isTfnz 1 ✓K-** ^ 1 ^U:/> 

* s ir h «t t> * jut.* - h _ 


118-120*C 

<t£3ttT?y-ii,/ 
vIr.tX-5 
lift J 


C: 67.26 (67.38) 
H: ?.£3 U&l) 
Ni3.0S(3.14) 


R 


105 

1 


Ci9H30N2O2:HCl 
N(OCH 3 ) „ci H3C / ^ 


385-187*0 

:3 ) 


C: 64.28 (6430) 
H: 8.77 (S.80) 
M: 7.8C 


Q 


1G6 


C20H33NO2; C 7 HgS03i 03 H 2 0 

C 2 H 5 -CH<^)-OrCri 2 b^^ 

9^ H3C 7 
j CH 3 C 6 H4S0 3 H; 0-3 H 2 0 


■05-lO7°C 

!?r*.l/T-7'l' 
1:2 > 


C: 65.25 (65.24) 
B: 8.44 (8.44) 
N:2.80 (2.82) 


S 


107 


C18H28N2O2; C2H2O4; 0,5 CH3OH 

N(OH) (COOH) 2 ; 0.5 CH 3 OH 

1 -0:1 - -70 1: * -a - 1 y-*o?a t: h V*-** iu > 


157-l60*C 


C: 59.92 (59.98) 
H: 8.00 (7.36) 
N: 6.74 (6.82) 


J 

i 


108 


j C] 4 K20Br"NO; C2H20* 

Br-^^— Q(CH 2 ) 3 -N^ ^ 

(COOH)2 


175-177'C 

1 


C: 49.52 (49.50) 
H: 5.62(5.71) 
N: 2.50(3.61) 

1 





(0 2 4 4] 
[S2 1] 
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109 


i 

~ (COOH) 2 

i - - =±a 7x/ + I'rta C u-: L'-'C*. 


148-1 51°C 


C: 54.14 (54.23) 
H: 6.26(6.26) 
1*5.88 (7-9*) 


L 


no 


Ci6H76SN2O3;C 2 E204 
HaC 6 > 

(COOHfe 


149-l53°C 


C. 51.58 £1.91) 
H: 6.80(6.78) 
N: 6.84(5.73) 


L 


in 


C 17 H27NO;C2H204 
HaC (COOH> 2 


131-134 3 C 


O 64.68 (64.93) 
H; 8.50(8.32) 
N: 3 96 (3.9S) 


L 


112 


( Ci8H29^0;liC2H204 

1.1 (COOH) 2 




C: 64.67 (64.79) 
H: 8.47 (8.40) 
N: 3.76 (3.74) 


L 


113 


C17H27NO; C2H2O4; 0.5 H?0 
(COOH>2;a5Hp 


12l-l24°C 

< 


C: 63.46 (63.31) 
K: 8.36 (8.39) 
H: 2.92 (3.89) 


L 



[0 2 4 5] 
[S2 2] 
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114 


C l6 K 2 5NO- C 2 H 2 0 4 ; 0.5 H 2 0 


14S-151°C 


C: 62.65 (62.41) 


L 








H: 7.38(3.15) 








NM.42 (4.04) 






(COOHfc; 0-5 h 2 o 




















ass***!"- t* 









[0 2 4 6] 
[l£2 3] 



No 


mm 




115 




w 

^ (a) (b) 


116 




^•M^-^OH NaH 

(a) (b) 


117 




(a) <b> 


118 




^ (a) CO 


119 






120 




o 


121 







[0 2 4 7] 
[82 4] 
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No 


mm 




122 






123 






124 


o 

u 


Cj 


125 






126 






127 


O 





[0 2 4 8] 
[«2 5] 
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No 


mm i 




128 


o 




129 
130 








Br -^COOCH, JkA^ 
k^J <o) IP) 


131 




"-CO 


132 




(r| <c) 


133 


o — ^ 


H ° ~ " (s) (0 (r) 


134 


o — "t6 


W (s) (t) « 



[0 2 4 9] 
[$2 6] 



No 


mm 




135 




— X) 


















(0 


136 


or 


™0 


HO"^ 




O" 

(r) 





[0 2 5 0] 
(a) HUX>. 1 2B#|S3. r. U 



/ 
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(b) Hl/X>. 7-b^^mt7>^0^ \S-2?0>-^ 12B#M, 80«C 

o 

(o thf, izmm. mwl* 

(d) 7tKrh'J;l/. 4NfPa> 80*0., 

(e) Bt&x^k 3Btr«q> 60*0. 

(f) ->'XfJl'X-f;K 2P£fSi. r. L 

(g) H 2 0/E(0H, 21^, 21 85. 

(h) KK EtOH, 2d, ilSfc. 

(i) v^"^>/H 2 0 (1+1) . 4B#ra. Ot:. 
(k) 7thrh'j;K 5#, r. to 

(1) 7-fe h >/DMF (10:1) , 10#, r. t, 

(m) nmm. r.u 

(n) lBtPp^, illJft. 

(o) h'JXWSX T-feh>. 8ISfHK 50=0. 
(p) Na, MeOH, DMF, 6NfRJ3, 80^. 
(q) h'JxWSX MeOH, 24B#P B 1, 50*0. 
(r) K 2 C0 3 . KK EtOH, 6^. 3ft. 
(S) h'jX?^7 5X KK EtOH, 12B#Pp1, ilSS. 
(t) mit^*—)^ THF, 2P#Pp1, Ot:. 
[0 2 5 1] 
U&2 7) 
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No 






137 


XXJX" 

\^ 


HO"^ t0 (g) (.) 


138 


o 

Axr° * 


HO^^ (f) (Q) <"> 


139 


o 


HO^^ {„ <g) <*) 


140 


o 

cOX 0 " 0 


MC."^ (0 (g) (C> 


141 




HOv^V (a) (c) <<!> <e> 


142 




o 

HO-^A^ (a) {C ) (d) <«) 



[0 2 5 2] 
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No 






143 




0 


144 




MaH _^ . 


145 


1 OS 


HO— -OH ^ ~ 

<b) (c) <c> 


146 


5 franj 


HO-— ^OH ' 

(b) (c) (e) 


147 




f NH 

M^W L_ 

<b» <c) (e) 


148 




HO~^OH ^ 

(b) <c) (e) 



[0 2 5 3] 
[£2 91 
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No 


8S& 




149 




NaH CI 

M (c) (c) 


150 


I cir 


— a a V 

tt» (c) <«) 


151 


» /fans 


ho^-^oh — — 

(b) <c) (o) 


152 
153 




CI 

W («*) (B) 




CI 

H » N N^^ OH " 

(0 (d) (e> 


154 




^ ^ ^ AM ^ — 

(1) <d) («) 



[0 2 5 4] 
K3 01 
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o| 2 
I s 

L> 1 

o 

{ 

2 
X 


O 5 

1- 

U i 

X 

o 

j 

X 


per* * 
" i. 

6|. 

O 

CQ 
v. 

as 


gal* 

(0 

CD 


S te 

ft- 
CD 

*- 
CQ 


i« 


cp 

Z X 

s 

o 


< 

o 


o 


1 

o 


O 

vn 


o 
Z 


tn 
en ' 
• 

[0 2 5 5] 
3 1] 


VO 


vn 


oo 
vn 
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[0 2 5 6] 

mz 2] 



( 161 ) 
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1S 

An 


5-\ t 

O s 

0 • 

z 
o 

x 

o 

z^ 

X 


O s 

X 

^> 
z 

X 


o 1 

o 

o 

b * 

o 

p 

X* 


6| s 
p|. 

X 

o 


l« 

o s 

CO 

i 


O 
I 

O 
X 

z| ^* 

X 

o 
o 

X 


m 
ss 


K _ 

zx 


X z 


5 

CO 




*• 

X 

z 

1 


p 

o 




o 


o 


O 


O 


o 


0 


o 






r- 

VO 


CO 
VO 


VO 


o 
» — • 



[0 2 5 7] 

a) THF, 10B#W, r. t. 

b) THF, 10NPIH. MM. 

c) THF, ^h^y^P^bT^-^A, 15-*7?>-5. 24ttlSK fiift. 

d) mit?-*-)^ 3BSH. 0"C~70*C. 

e) 7thX KI, HBtra. 5S8St 
0 T-feh>. r. U 

g )7thx i2B#ra. ass. 



( 162 ) 



h) 7 -thy. KI, 3d, MiMo 

i) 6N HCI. 12P£Pb1, SiSK. 
k) X— rJk 2B#fp'l> r. t. 

1) X^/— ;k KI, hijX^;U75>. 121*181, 

m) x h a^>\/— ;k AIC1 3 , 3d, r. U 

n) DMF, KI, KjCOj, 22P5P.fi, 

0) T-kK>, KI, K 2 C0 3 , 22P£P<fi, MffSt. 

p) X^7— ;k KI, 6d, j§8St. 

q) THF, Pd/C, lA'-Jl^ 120^. 

r) 7 x KI, 12B#P B 1, 150"C. 

[0 2 5 8] 

[313 31 
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No 

o 




171 \J " " 7 



NH 



173 <J 12 

CM, |j 

J ^xC 12 

3_/ 7D p_ N _(4_tf/<Uvy^;u)-N-> ; ? ; ;u-'0-lf> x;u^r5K 

175 " 2>xt 11 

N-(4-^PD'<>v;i,)-2-(4-t;'< l Ji'/>f/l')7i-JWx5!>77l'K 



[0 2 5 9] 
[134] 
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O 



176 ^ 9 
1 _(5_.>y 7 p^^v;U^>-S I /-f;U)-1.4-t*t°'<'Jv> 



CIS 



-lK6-v^P^^rv^-3-^^rv>-1--<-'l')t: / ^ , Jv> 




179 




N 



180 O ^S£14 

(u) tert-^/U— h*'J. THF. 24B#ra,0~50°C 

(v) ^-yh^^-C^JK 

(w) NH 3 (ft.), MeOH. -78 - 0 "C. 
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£j£A : 
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l-ynt-5-7i;*->^>3'> (1.4-3.55 IHEJM fcjgS&SSXT'S >©1 

mmiz®frvtz®mzmm&m'?£&T£4mrii iQ&mi* 3. 4) . 24B#ra ( 

[0 2 6 1] 

7j&B : 

l-yDt-5-7i^y^>^> (0.9-1.75 'J^M tjg^^2 7$>« 
a»]*fc*10Bl©«S»X^>'--Jl/lC«FUfc»«*«a*Tfc48I^Pa (10<^)^ft^O 
2.3) tffr&*6) *fctt24l^ia d1?&4tl7. 8, 9. 10, IK 12. 13, 14, 15. 16 

. i7. 29) mmm&\zmmisrz. mm^mmm^^^ M«ftw«tv- 

7>^Stt#12fcl3*«>U*yjl'*5A^PVh^77-f T»»U/S: (»tiiiKtt 
Sifc^-Ol/ (bp 60-80*0 . ^XfPJl/X-^k h'JX^75> Ofc^66 : 3 
3: 1) (OiS^tt) . *HJKtt*fflfc*UT, )l*fk\s1z. <b£*14fcl6tt3> 

xf^Ti-f^tMjxf^sv (tMS99:i> ^ai^L-T^u*^ 
. *-f;H4^ao«e»x^y-;nc»^u, t6»x^/-;w»c2as©««©S: 

»^Lfc»«tSDP^T*tt«fcSEJftUfc (fl^36. 7. 8. 9. IK 12. 13. 15. 

16. 17. 29) . Wffl*#3infc^«£C:tt> ^x^x-^fcaax-T. 

£t)6. 7. 10. 13tl6) . *fi«X^/-;P «fcfc«8, 9. IK 12. 15. 29) Sfc 
;U££»tSCgiftLfct>©fe*S (ft** 14) . Hfllft*i'DD*Htyif 



( 166 ) 
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[0 2 6 2] 

7?feC : 

-^P ; t7M;l'7i^^7^K (lSU^k fc-&4&(33. 34) tiiSJfiO 

eou-;?> <io~i5o^fi) *fctt3-^^ue^'j->*> doaa, *b£4&38) <z> 
tg^x^y-;u©»*ioiii*aB^Tfc:24i^iBi*fctti 6^ia «b-&«47) jSSSM 

o 

CO 2 6 3] 

I W-(5-7Pt^> W+y)7xZj^ h> (0.7-1 5 U^k <fc-&«3 
9, 44. 45) Sfcttl-^Pt. 5-(4--7aiy+->7xy^-»^>^> (0.6 5'J 

«&«WFfcl6«ffa (fl^MJK 44, 48) ^fc«24P#P B , 3 «frfr*45) SMMK 

Lfc. ftenfc-fb^Sr^DP^UA «b^«l39, 45i:48) 

;rat#u fe^x^y-;^e.s^aitbfc ab^w<D*-&«.^x^y- 
;i^*>xMS£flbfc) . 
[0 2 6 4] 

TJfeE : 

1. A"ffiCt:<toT*Kail^«ll8&WSUfc. ft^*18 (0.57©S'J*J1/) O 



( 167 ) 
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*U lfc**x*/-;ufc»» (23*) fc»Afci^*lB*TtfBMftK:**bfc 
2. tru zsxt&mo (0.355 u^jw ogt*o^<fiffu*^. *>"*" 

[0 2 6 5] 

75fe F : 

(1.65'j^w t> 3-(^x^;uT5y)^o/ty-;u (l.ssu* 
saTUSfufc (i6P#p a i) . ra£Mffl$£u nm&vm^ji' uomn h 

fl§F#U 2N HCI (WO ml) Tii&ttlUfc. *«0»ttHSffttV-5^?+Sl^« ^ 

3Sg<»* / >«©«»*x^y-;^«fcc:*5V»T*»b, ffi**x*y-ju/ 



( 168 ) 
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«b-&^43, 46) Sfctt. J -)Vtmi3L9 J -)Va>u^ (l: 

i) it^mt> fr*>m%i&\stz. 

[0 2 6 6] 

tt«ILfc20mlO^X^-J|/X— ^;H3^L^b^39 (0. 6<DS 'J ^JU) 
te{b^&46 (0.85 U^W <Z>jSgSi&gO>igfi££. ^l?ffl^T»~ 
iHL^:20ml i/X^^X-^jKc^LfcTK^bT^S x-i? A 'J A (0. 6Sfc 

yjPTttfflLfc. ^fcWWJSfcSW^^v'tfATfSfiiU . tt&U MEE 

U !6J#x^y-;w/2S«W»JK*lniLTJiK«[C:«tfebfc. «fffi**^x 
fP;px-^;u-i?ift#u *&*fx^y-;p (ft^ttso) $fctt'fvynw^3 

CO 2 6 7] 

SMH : 

jgS^Ca-^P ; &-w-(4->'yy -7j:y^x)7;i/^> (0.5~0. 75 U^U) <fc 

pfra (i2©ss^©8) 20mm (-ft-&^52) . imm at^m^ 58, 59, 60 

(fb€-#l54, 55, 57, 60) 3:fctt8BSISg «fc-&4&51) *fcJ4MT48llfW «b^ 

4*353) &ttmmm nt-^mo) mmvft. ntm&. *»i*mbei**u Seim 
* Wtt v - y*»iBnSfr»? b fc. m e> ttftit^ £ -^x^;i/x-^;UT«6l±i b, 

b, SEEEJftWLfc. 2rSiiH<04t&!»±TTtt, igt-5t-f;^'>iff)j©ttx^ 
y-)W:i§«L, «e»x^y-;w/2a»«K*J«SJn^LT?iifei|[^SEAfc. #r 

aiW^n^i^^fctt^x^wx-^^^jn^T^ifs^^^L/c. mm®}* 
^x^;i/x-^;u-ci5fe^L, *&ttx^y-;i^£Bii£fi,-r^ «b-&$j58<b59<D 
«£fctt2EHf£Sbfc) , ^^/-;Pt«y^x^y-;i/©fi^«i (i:D fr*>m 
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( 1 70 ) #«2002-521463 

[0 2 7 0] 

fiSiMTO£007773tl:> 4'-th'0^->7i-Mh> (0.9-3 
S'J^U) . 3-(l-tr^U z?—M-7urt/—)V (0.9-35 'J ^P) *<fctfMJ7 
x.-)V7*7.74> ( 1 ~3.55 U (DmtciZMmLfc'Th^t h*D^^> 

y&z/x.^Jl (1—3.65 O^M <Drh7b Fuy^yigf&iOal&lEISlzty-o 

Lfc (IGfifH) . *»«*EI**U »«**BH»X^ (20ml) Kl»#U 8= 
€>nfc<(fc£-*»S2N HCI (2X10 ml) T-ttttiLfc. **g|8ttl2fttt V— ^T+*I 

t> s;^ pay L7c. 8KKT^^^A±T«a»U. ttiBLfcSL « 

CD>?X^-;i/X-T-;i/^tyh UX^75 >Tf?§aib. j^E^Ufc. 3SS«Sr 

4>a<omt^* y -;uc»* u x* y -A/imm&mmwL&Mz-Twm. 

Stilfi^x^ / - ji//yx?Jl/x-f^ (1:14) ^ £?§#S.g.£nrc. 

[0 2 7 1] 

: 

3-(4-7-fe?Jl'7a: y * v0-2-(R£fc«S) -^f)l'7'a KiWt 5 - h^X 
i^>lEIXf^ (0.55-0. 665 U^P) tf^Uv^ (5-6 5 U^) ffi 

^x^y-^jgiomi^^b. 2mfflm.ffimt\zmmvrz. mam* 

KI&SU M$l£NaOH (10ml) 7jcig$ETfft$? U ^Sr^X^Jl/X— ( 
3xi0ml) TttfcBLfc. ^•&fc«iai«&i«i6^^*^ , >^'CttfilU. 

zN^AtHfe^X^y-jKOjg^tt (1:D T'jgttJbfc (£K0J8O) . jfif&&. * 

-f ;ws»2ni<z)«y*x^y— JKciS*L, Hfefcfx* y — fr/BWt ( l ~i. 15 U^e 
;w «a£&Jn*.fc. «ffiwaie#x*y--;fc6* swigs Lfc. 
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[0 2 7 2] 

l-^P^-3-(4-B^x/^-»yP/^> (0.4 ~2a'J^U) 43J:^<hM^t: 
^'Ji?> (2.5 >J^& J ll') $:10ml<Dife^X^y-;i/{Cjg^bfc^5r^#T 

(10ml) T'^fRLfc. t<iHSxlf;H-f^ (3X10ml) TifctHUfc. 

m^««e*fX^y-;U«hv s X^X-^;K^Ji^#I <l:l£fct±l:5) ^ilSSl 
(#yS#J78, 79. 84. 87) . t-f Mi^UA^^A^nv h^77^fi 
»U 33%05t*X-^ (60-80*0 . 66IOS?X^X— t-;k lI©h'JXf 
;P75>OS^« ClUtMlOK 102) *Jttt99X<OvX^;i/X— T-;uti«hUx 
^7 5>fc©JS^*T*lHL («KM88. 94, 95) » «*fb>t. »«l*5iHft 

*tx*y— wzSMiu smwmsx-? s—MzmfristcWWt (i~i.65U^e;1' 

(Dl-.m^^^n^Sk^ft (Htfi«83, 85. 86, 9k 93. 100. 10 K 102) . *£ 

5£#J92) . 

[0 2 7 3] 
75&0 : 

4-(4-tHD+y7i^)-2-/^Xf;Vyb> (l^SUt/K 200mg) £ 
3-^pa7DtfJl'tXUy>M$ (200mg, lSU^&JW <h. U "7 A 

(830mg, 65 u^&rtO t©a-&**iOBi©lft»x^/- ( ;nc»*Lfc»«ftW^ 

«SflfttV-^*»KT*RU. 5>X^;PX— t^U (3Xl0ml) Tttlffibfc. 
[0 2 7 4] 
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±&®) S. N. Rastogi M. J- Med. Chem. 15, 286-291 (1972) 
4'-(3-hKD*x-2-(R)-^^0^^)7th7xy>Mt;4 , -(3-tHD 

* ->2- (S) - * T)V7u * 7-fe h 7 x 7 > (ISJ6W7 £ 80 <t» Wfert 

#>) 

V-th'D + m^i^ (1.3 3-7cHE-2-(R£fc 

ttS )-^^;u-i-yn/ty-;i> 0.3—2. 65 U*-^) ^*'J^A (l.7~3. 

65 'J t(Dm^^7 J th> (20ml) f T24Bf RAJf #U 

x-tmw (60-80-c) <oiB6«nf»ait/fc. ;w«#6nfc. 

NMR:7.91 (2H, m) ; 6.92 (2H\ n) ; 4.01 (2H\ m) :3.71 (2H, br) ; 2. 5 

4 (3R\ s) ; 2.21 (1H. n) ; 2. 10 (1H, br) ; 1.06 (3H\ d) 

NMR:7.91 (2H. m) ;6.93 (2H. m) ; 4. 01 (2H, m) ;3.71 (2H\ br) ; 2. 5 

5 (3H\ s) ; 2. 23 (1H, n) ; 2. 09 (1H, br) ; 1.06 (3H\ d) 

[0 2 7 9] 

3-(4- 7tf ^7x/ + ^)-2-(S)-/^^D \f.)V/^ - hJVJL >7.)V* 

43 <ktf3- (47-fc^ )Vy x 7 * •» -2- (R) a - h ;px > 

M <£Jfi*«77£ 80© + 
4 '-(3-t h-p + ->-2-(R*fc«S)-^5 1 ;i'7'P#*^)7-feh7x7> (0.7 ~ 

p'JK (1-1.65 UtJM £4>LtJ^tn*fc. g^*-^lICl^fct 
. »ffl£*ffl5fe£Lfc. 8B»*5' , J*WI'A7Ai'n?h^7^t««U 
50X^X^X-5^£50XMx--5^ (60-80^) <ha>ig^TO°CT'^Mib 

NMR:7.9l (2H, m) ; 7. 74 (2H, m) ; 7. 23 (2H, m) ; 6.79 (2R\ m) ;4.ll (2 

H. m) ; 3.87 (2H, m) ; 2. 57 <3H, s) ; 2. 38 (3H, s) ; 2.33 (1H\ m) ; 1.07 
(D (311. d) 

MIR: 7. 88 (2H. m) : 7. 71 (2H, ■) ;7.21 (2H. m) ;6.75 (2H, m) ;4.07 (2 
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H, m) ; 3. 83 (2H. n) ; 2.53 (3H. s) ;2.34 (3H. s) ; 2.30 (1H, m) ; 1.04 
(3H, d) 

[0 2 8 0] 

I . ^p t . 3 .(4.-|,D7x^-»^D^> Gfc&6«83, 85, 86tf>4T«U£j&^) 
(J. N. Ashley il. J. Chem. Soc. 3298-3304, 1958) 

l-^o*-3-(4- ^n£*— ^xy+s^n/^MWSS, 94, 95<^P B 1£ 
J5£#J) 

«*VM.3-^0*7 r DA> (805'J^JW) fc«*U^ix (50^ U^EJW 
7th> (200ml) U 7-th > (80ml) fc»#Lfcb K 

h> (40S'J^)U) »tt*»TFLfc. K«tt-«feSE<. »^»&tt*ttiU 

NMR:7.96 <2H, m) ; 6.93 <2H, m) ; 4. 18 (2H, t) ; 3.62 <2H, t) ; 2.96 (2 
H, q) ; 2.34 (2H» m) ; 1.22 (3H, t) 
[0 2 8 1] 

(4-kFD*>7i-ll') is&u-72-)U*h>&£& (4-kFn+y7i-W 
*,{?ul>W!rV> (HSS^J89i90^)'f 

-)P (75'J^) tm£7frS.=.OJ> (1S5'J*JW OlS»^DD/^> (4 

0ml) 8ttfi£«£<rcT«M*U 7x/-^ (85 U^) 6«il/fc^na 
(20ml) 8£?*&8U*U 3P#M ilSitJa^ L 

fc. o-cm^sp^. 7jc^»nA, &<«i^. u afflfev^ 

2/5 7 W TUSK U »X-T-;l,/^X^;i/X-^ (2:0 TiSffiLfc. 
NMR:7.72 (2H, m) ; 6. 80 (2H. m) ; 3.95 (1H, m) ; 2.45 (2H, m) ; 2. 15 (4 
H, m) 

NMR-.7.92 <2H, m) ;7.25 (s (I H) ) ; 6.92 (2H, m) ; 3. 70 (m (I H) ) ;2 
.00 (4H, m) ; 1. 75 (4H, m) 
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[0 2 8 21 

7-trh> (40ml) CJW>l/fcl.3-S>^ntyD/^> (5 S'JtJl') t^Bf* «J 
-}A (3.4 S'J^rJU) ©J»^fi£tt£ffiH 1 U «Xt4->i'D^D/r/7th 
> (20ml) \zmfi^k.-h)V-^-)Vy^J-)V (55U*;W ©»«E&»rFL;fc. 

at;&-«i^nfc. s&ir»g#»£ieiau »a*«EBS*i^tr*-f 

(15 : 1) -C^tBLfc. 
4-(N, N-y^fJWM>7iH)7i/-Jl' (HJS^Jl lOO* M£lS«l) (N. E 
liel J. Org. Chem. 20,1657-1660, 1955) 

[0 2 8 3] 

it^m n5~i7o \z&.To^m-i:mm^fzo 

lOm\<Dft.®Vft~?*?)\'X)l'* : *Z' K4"T3-b? ^'J >V h «J 7A7n/V U 

-h (55U^;u) 3.3-s>*3 1 ;H£i*f7*3 1 ;i' (55'j^w MSSMO^K 

i7D-7h^7 7^TJ^tAc. &titfl£:iil'fc*5Pl/>/**/-^ (90/10) (7 
>tx7l?ia) o ^J£MEE|SfcfeU ^MWi^T^X^X-^/x^ 

SF : C u H 29 N0 x 1.1 C 2 H 2 0 4 (326.4) 

mp : 143°C 

CHN##r 

stWm : C 59.6. H 9.63. N 4.29 
III : C 59.7. H 9. 61. N 4.30 
(0 2 8 4] 
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30ml<7)$&£Ufc h;PX>*T3-tf^'J h U SA^D/ty I/- h (205 U 

^7A^P7hi/57^ Ufc (*§&?& : i£{fc* 1' >/* * y >^ 

-7* (90/10/0.5) ) . SaSWEftS^fctCSBttSift-C^I^X- 

x;i//x^ y — ju^e^n bit. 

SF : C 17 H 27 N0 x C 2 H 2 0 4 (351.4) 
mp : 125*0 

St&m : C 64. 9. H 8. 32, N 3. 99 

mmm c 64.9. h 8. 13, n 4.02 

[0 2 8 5) 

3- (4-^7 a d 7i-iW 3/ C3 fc^M-fc^'J "/^ tfjUx-^Jl' 
Mf^'Jy/th'J^A^a/V I/- I- (205 U^) 75U ; &;KA3-(4 
D7i^) 37*0 tf;U^ ->7- h t* 0. 55 'J ^;K7)15-^ 5 ? >-5£ £30m 

7A^07h^57^««Ufc wmtaEittfls^^i^w^^/-^ 00/10) 

) . ^@4&£^&T^X3^l/X-5WX*/-;^6 

SF : C 17 H 26 N0C1 X C 2 H 2 0 4 (385.9) 

mp : 147*0 

CHN##r 

ttHCtf : C 59. 1, H 7. 31, N 3.63 

mmm. ■. c 59. 0, h 7.34. n 3.60 

[0 2 8 6] 

mmm 1 is 



( 177 ) 



45^2002-521463 



p D ^ >*/77>/-)V t. £20ml (D&m Lfc^ h 5 1 K D 7 y >*X'l Z^P^MSS L 

-=T)V/^ J —Mi* 

SF : C l5 H 20 N 2 0S x C 2 H 2 0 4 (366. 4) 

mp : 178.2-178.8 TO 

tt#{I : C 55.7. H 6.05. N 7.64 
H$Ha : C 55. 6. H 6.03, N 7.51 
[0 2 8 7] 

40ml(D^b/cT-fe h - h U ;i^T!3-b?^U 7*n/W— ;U£BS*6 (105 U 

SF : C 15 H 22 N 2 0 2 XHC1 X 0.1 H 2 0 (300.6) 
mp : 169-170 <C 

Hm§. : C 59.9, H 7.78. N 9.32 

mmm ■. c 59.9, h 7.64, n 9.05 

[0 2 8 8] 

h<h£$£$IL<7i20ml<D7-fe: h- H 'J >'l/4 l T3B#^MSSb^:. »a«l*ai58 

^uy/tfy-Mry^-Tyk (90/10/0.5) ) . »JW€r«m^ufc«. » 

@^1^2-^P/NV-;l'^T^fc7K^T^ H B a 'ft$-&fe. 
SF : C 14 H 28 N20 2 x HC1X0.5 H 2 0 (301. 9) 
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rap : 88-89 *C 
CHNWr 

mnm c 55.7. h 10.0, n 9.28 
mmm •. c 55.7, h 9.84, n 9. 18 

[0 2 8 9) 

(S) -(+)-N-[2-(3, l-i?*^M ;/3MU]-3-tr^U iSSZfu b!;U*-A'^- h 

yV zTurtJ— JUgitl (55U^;W SS.O^foO (S) -2-(3,3 
?*)Vi V 5>7T>- K <t£l0ml<Z>S£^L£:7-te hX HJ ^^^12^ 

vtc mtam.: mt*^\/>/*? s-k 00/10) ) {7>^mm%) . ^ 

e 

SF : C 15 H 30 N 2 0 2 X C 2 H 2 0 4 X0.25 H 2 0 (365. 0) 
mp : 148*0 

[ a ]23 D = + l0.4 <c = 0.495, *9/—)V) 
CHN##T 

ffUfffi : C 56.0, H 8.98, N 7.68 
$mm : C 56.0, H 9.01, N 7.64 
[0 2 9 01 

4-/7 DD'<>y^75> (10 5 U =E;W £20mlCD$££|L-£:X— 

feio^u ; &>iKD^>^jKv^vT>^^TL, 2Btr B i»-r?>o »enfc 

^;i/$:20nil(DX^y— b^feCOtl, 30mlO7K{C^bfc^*U 'i'A ( 

105 UtJW £iftTU 2BfrflSt»EUfc. f#6nfcfb^«»«:ifiiIU 

EitillX— r^6SSa-rS 0K«: 65%) . »6nfcft^«3 5 Util't, 3-tf 
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? j ->vfr e. satis £ 

SF : C, 6 H 24 C1N 3 S x 2HC1 x H 2 0 (416.8) 

mp : 104-107.5 "C 

CHN##T 

ttJMt : C 46. K H 6.77, N 10. 1 
Hit : C 45. 9. H 6. 87, N 9. 69 
[0 2 9 1] 

lOmlO^WX-^^WU^l^'-ftf^U ^> (S^U^U) £30ml<Z>f£ 
JgL/cX— -rMzmfrlstt^ ^)^)V<D^f w\*i/)V^ V^jrisT*— hizffi 

M>istz. M&^mm^t&mtfinznrz. 

SF : C17H31N 3 S x H 2 C 2 0 4 X0.25 H 2 0 (404. 1) 

mp : 225-226 T 

CHN##r 

fttHI : C 56.5, H 8.35, N 10.39 

mmm c 56.2, h 8.25, n 10.33 

[0 2 9 2] 

N-^^ 7 -i )V-\ , 4" -tf t?^ 'J > J > 

5ral©7jc{C?g^b/il.4 , -t*tr^Uv> (lO^'J^P) £20ml»->-:t*-y->Ki& 

^/E^fg^-fr, SSiftS^UAyjW^A^ovh^y^-CttfiUfc (M^ 
: ^•fby^l^>/y^y— ;l//7>^6— 77k (90/10/0.5) ) , Jgfflltt«ffillfe5fe L 

, n^\-m^.x'^it^tz. 
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SF:C17H32N20 x H2C204 (370. "5) 

mp : 131-132 *C 

CHN##r 

ItSM : C 61.6, H 9.25, N 7.56 

mmm ■. c 6 1.6, h 9.36, n 7.50 

[0 2 9 3] 

) £, 105. ut;i/Oi-(J-©75/ -fu\L)V) enus?>#*«fcSrFlxfc. 4(3 

3fi|g?Lfc (^tB^:^b^^l/>/>^^-^/7> ; &-77X (90/10/1) ) . i§ 
#J£$EI£5SU Ji®it)Sr^mTv ? X^;i/X-^/X^/-;U^6^^b$-& 

fc. 

SF : C 17 H 2g N 2 0 x H 2 C 2 0 4 X 0. 5 H 2 0 (351. 2) 

mp : 89. 5 *C 

CHN##r 

ti&B : C 58. 1. H 8.83, N 7.97 
nWm : C 58. K H 8.76, N 7.87 
[0 2 9 4] 

mmmm 

T;i/d , >f?ffl^,4'{ci0= ijqE^flD^^D^^-f V->7*— h*l0»l©7-fe 

h-hu juc»# u/t io s u ^ko l- (3-t- * y y p f)W tr a g s> >c «po < o 

u # e> ntzik&W zmx- v>x5P;ux-^;u/x * / 6 &iMb $ -li- 
fe. 

SF : C 14 H 27 N 3 0 X C 2 H 2 0< X 0.25 H 2 0 (347.7) 
: 8395 
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mp : 113. 3*C 

itnm : CJ 56.0, H 8.45> N 12.2 
: C 55.6. H 8.27, N 12.0 
[0 2 9 5] 

mmmm 

a-(4-7tWi/+y)-ff'-^U^Vp-*yD-Jl' 
2ml<£>DMF£<a-t?20ml<Z>r-te h>^Tt Ko^->Tir by^y > (2 -i'J^M 
55U^l/<DK l a> 3 ££lO#lffltt#Ufc. 3.55 'J ^KB a. aitzfutt* 

SF : C 2 ,H 25 N0 2 x C 2 H 2 0 4 (413. 5) 

mp : 136-137 "C 

CHN##r 

mW-M : C 66. 8. H 6. 58, N 3. 39 
mMW. : C 66. 7. H 6. 70. N 3. 40 

[0 2 9 6] 
HgffiftffJ128 

a-(4-T-{r^;U7iy + '»-(a'-(l-tf DUy-W p-^rv-a— 

bFP + y7th7i/> (25 U^) £55 U ^;U<Z)K 2 C0 3 £2mlODDMF 
jjnU£20nl©7Vh>4n?10#raft#U>S:. 3.55 U^JWOa, tt^/o^ 

isa-jizmmit. sfiTizfifWft^Lfc. 75 ut;Koeny v>£«m. 1 

SF : C 20 H 23 N0 2 x C2 H2 0 4 x0. 25-H 2 0 (404.0) 
mp : 136-137t) 
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CHN##T 

stWH& : C. 65.4, H 6.36. N 3.47 
nmW. : C 65.6, H 6.29. N 3.47 
[0 2 9 73 

3££ILfc^h7tKa:75> L £4- ( t! ^ 'J 5? / * ^ 
(22 5UWM £30 mlO^^bfc^h^t KP7^ >t'^bfc445 'J 

■fk^-a-fc 0K^:91S) . lOmKD^SLfc h;H>fCJ§^L,fc4-(h!^ 1 J> ? y 
jW^y^thU-JATJ^^-h (55'J^U) £65 'J ^JVOZ- 7i-^ 
<fc^Pt!;U<h*6^MSSUyt. *a»i«ffi«38S-e:fc. MSSft^l'W 

o 

SF : C 22 H 29 N0 x C 2 H 2 0 4 X0.5 H 2 0 (422. 5) 
mp : 104-105 X: 

mWU : C 68. 2, H 7. 63, N 3. 32 
£8tMi : C 68.3, H 7.26. N 3.36 
[0 2 9 8] 

3- (4-^ d p k> 5>;w -5- (2- if ^ u s> y x^;W - 1 , 2, 4- 5? 7 

tKD + yJl,7$>$lS (20S'Jt;U) £50mltf>;**/-- ;HC»jJ»Lfc20S 
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£65 gq&;u©3-tr^U^/^Dt!*>l6^5 1 JUx^7-;ut©»«[K:20Bl©^^ 

l*|IMM*Ufc«. 18PSIH3BicU »»Jtt«ffiK5ES*fc. »B«ttDMFKl!B»U 
, 6P#F.fl80 c CT&#L£. ***«E3W8**» BKM&e*CW»U ttft^^ 1 
l/>T*JSaJLfc. W«H©SS4fett*> l J#$ , <'l'©EME*DV h^77^tcJ:oT 

SF : C 16 H 20 CIN 3 0 X C 2 H 2 0 4 (39 5.8) 

mp : 152-154 *C 

CHN##T 

ttffffl : C 54.6, H 5.60, N 10.6 
&tt* : C 54. 3, H 5. 60, N 10. 5 
[0 2 9 91 

2- ( (2- tri u *jj x^;u) 7 5 / ) ^ > V^T )V 

105 U^Jl^-fcf^'J yyi^>75>i, 305 U ^JW© MJ X^;U7 5 

* 9 J —frit* SIS H b fc. 

SF : C 14 H I9 N 3 SX2HC1 x 0.25 H 2 0 (338. 8) 

i&m : 95SS 

mp : 2251C 

CHN##T 

tfSffi : C 49.6, H 6.40, N 12.4 

mmm c 49.5, h 6.49, n 12.3 

[0 3 0 0] 

mm.mm 
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5- ^DDAUa-hU^ (105 'J^W ^ 20i'J*;KDtf^U^><h, 20 
5 ' J %;UOWftA 'J^t. jHl&*<7>3 U •> A <h 5:50ml ©x* / 

aenmLfc. asttttzKWBau mt^u>^m 

/^^y-^/7>^-T* (90/10/1) *«HB*£Ut/lHr*fc («* : 59%) . ft 
5-^A'J^^ATKJD^O^^O'CT^Tbfe. ll$|BKS«EUfc«. lOmlOfg 

7* (90/10/1) *»ffl«4:LTffl^fc. »etttttStt**Brc^X3 1 ;PX---r 

SF : C,oH 22 N 2 X2 HCI x 0.5 H 2 0 (252.2) 

mp : 187*0 

CHN##r 

i\m§. : C 47.6, H 9.99. N 11.1 
: C 47. 8> H 9.70, N 11.0 
[0 3 0 1] 

5- - h d-2- (6-bf ^ U / / v* tf 'J v > 

6 . 7 5y^y-j|/ (155'J^U) 155 ij*;ko2-^dp-5-— hae 
>J->-><h. SilOh l JX^75>i:, HM««©3^fls*U^Ai:*30Bl©X^ 

h^5 7-<T«a4Ufc {mmn-.mfc**^/**'-* (95/5) ^>*:x 

) $Th7tHn7 7>l:»L 0*CTjt#U 105 U*r)HZ>i£4t^*x;H£: 
STFLfc. M-Cl«FMiS[«Lfc«, fi**€:6<rcT2P*HWM>fc. 

*/-;w>&*g»fcs*fc ok*: 95s) . mzntzitz® (ssu^w t. 10 
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SF : C 16 H 26 N 4 0 2 X C 2 H 2 0 4 (396. 4) 

mp : 118.6-119.7*0 

CHN##T 

fh^M : C 54.5. H 7. 12. N 14. 1 

nmm c 54.4. h 7. is. n 14.2 

[0 3 0 2] 

3-— h n-2-(6-fcf / ^'J yVA+v^T^ /) fcf'J v ? > 

6 _ 75 y^-y-y_;i, (155'J^;10 <t. 155 U^KOZ-^a D-3-x £ 
U^>£. 5»ia>h'JX^T5>t, M&ft<a3£{fc#'J?A<h£30nilOX* 

h^^K^oTMML*: (m&m:mt*3 L \'>/*?S-K (98/2) <7 
>^xTI?ffl^) ) . »JW£«EEISS3;bfc («K*:55X) . #6tlfcflS^* (55 
■J^W efh5kHQ75>C»*U 0*CTft#U 105 U ^©ttfl^* 

f^/I^^-MSeffiS^fc OK**: 95%) . «6nfcftS« (55 U^W 

io5U*;K^f^u^>t. i55'J : e;K©^*u^At, ttssicafffc 
*ij^Ats30Bi©x^/-;w*-x?i2«fraa«[Lfc. »e«* 

) (7>^-7flS ) . »Sltt«BE|S!**U&. JK«*»tt5>x^;Ux— 

SF : C 16 H 26 N 4 0 2 X C 2 H 2 0 4 (396.4) 
mp : 130.3-130.7 "C 
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CHN##T 

stW-m-.C 54.5, H 7.12. N 14. 1 
nmW. : C 54.3. H 7. 14. N 13.9 
[0 3 0 3] 

, 5nl©HjX^75>£, ftBB|Eft©3'><b*U"3'Afc«:30inl©X^y-;i'+ 
T12«rHMI*Ufc. ig^yU^^7AfP7h^7 

Mft) ) . SJWttWEI**^ 01X^:4030 . »6tltfc^« (55U*;W 

x^y-;p^6«»ffc«-efc (4x^:95*) . nsnfcft^* (ssu^w fcio 

At*30ml©X^y-;^T?12«fKiaaiLfc. 88***'^ 
*D^h^7*Ttt«US: mWfc-.mt^Vy/** (95/5) (7 

^ y - e> & 1Mb $ 

SF : C 15 H 26 N 4 X C 2 H 2 0 4 (352. 4) 
mp : 150.3-150.9 "C 
CHN##r 

fftW-W. : C 57.9, H 8.00. N 15.9 
mMM : C 58.0. H 8. 14, N 15.8 
[0 3 0 4] 
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^7-fl:«toTSSU; <** : 98*) . n^tltz 

it&®&50m\<D3i* S-Mzmmis* 105U^M&K 2 C0 3 £. 15 U^OKI^, 

fc. U ikte^l^T'ttttSLfc. W^lftt±i ! ^S:'&^ MgS0 4 

i&:&te;*3 i U>/**/--;i'/7>^7* (90/10/1) ) . 38S«tt»nfcW 

SF : C 17 H 27 N x C 2 H 2 0 4 (335- 5) 

mp : 152t: 

CHN##T 

fl^ffi : C 68.0, H 8.7K N 4.18 
MfflM : C 68.0. H 8.67, N 4.05 
[0 3 0 5] 

a-(4-7tfJl'7x/*-»-a'-(4-^f^e^ l Jy/)p-+yn-^ 

a, a-^a=E-/^-^U> (305 Ut^) 4-fc F a*^7ii b ? 
x/> (205 D^) ^g^'J^A (505 U^W ££50ml<7>7-fe h>*T 

^^<toT««bfcUfc (iffiI:M^l/>/5il-TJW^-^ (60 

/38/2) ) . ftenm* (2 5'J^eju) <t. \-*3-)V\f.*w> (65 

) <fc, RBfc*U^A (85 U^) fc, ttifi©3^U7At*7th>f 
T12R#ra®^Lfc *JW«3R58S-a:fc. MfcttTiarifei* U WKx^TJfeffi 

SF : C 22 H 27 N0 2 X C 2 H 2 0<X0.75 H 2 0 (440.7) 

rap : 145"C 

CHN##T 
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ffUfffi : C 65.41, H 6.92. N 3. 18 
MM®. : C 65. 12. H 6.69. N 3. 17 
[0 3 0 6] 

^(^•bf^x/^-a'- (3,5-cis-^^^^'J^/) p-^v-P-^ 

?)VW)*J> (yXfc«t^H>X©E^> 8 5U^W fc. &»*'J*A 
CBS'J^W M(«M(7)3C7^*U^At«:7-bh>4 , -C12P*r B lM0ftL/c. 

^/eix-f^/huxwiy (66/33/0 ) . fienfcft^«ty 
x^;ux— 5=-;i//x ^ / — ji^ e^H-ffc $ 

SF : C 23 H 29 N0 2 X C 2 H 2 0 4 X 0. 5 H 2 0 (450. 2) 

mp : 148*C 

CHN##T 

fi-JSffl : C 66.69. H 7.11. N 3. 11 
: C 66.95. H 7.30. N 3.20 
[0 3 0 7] 



^0ai37»ci2«o#iiit^T#fcx-^;i' «3U*;m t, 3.5-^*^ 

M(«a^3^<t^ , J'^A < h ; £T-feh>4'T*i2^r^DitL,fe. mm* 
mm ts -trfcm k: # e, ntzitsw) £ f x ) * ^* ^* ^ a * d t h tf v z> * \z «t o t« 

jtfiX-r^/h'JX^75> (66/33/1) ) . ft<Dtlft{£&toK.Wm-Vi?* 1 F)l> 

x— ;i"*»6iiftfl;*-&fc. 

SF : C 23 H 29 N0 2 X C 2 H 2 0 4 X 0. 5 H 2 0 (450. 2) 



P— )!✓ 
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mp : 141*0 
CHN##r 

mW-m. : C 66.69. H 7. IK N 3.11 

mmm -. c 66.94, h 7.17, n 3.19 

[0 3 0 8] 

a-(4-7-fe^;i/7iy=t 1 ~»-a'-(2-^5 1 ;Utrn<J ->V)p-*~>n-;U 

SF : C 21 H 25 N0 2 x HC1 x 0.25 H 2 0 (361. 1) 
mp : 324"C 

mWW. : C 69.26, H 7.00. N 3.85 

mrnm c 69. 52, <dh 7. 1 2, n 3. 85 

[0 3 0 9] 

a _ (4 _ ,>/7 o tf;i/* JM< 7 x / * •» - a ' - U 9 J J -p-4- -> n -;u 

l,4-^>-tf>->**^/-^ (30= U^) t, th'JWA'fKMK (25i 
U^U) «a»ORfl2<fcr- K^^T^x^Ai:, 15-^^^>-5 (0. 

7JU^-P7xx;i/^r h> (20^';^^) SiSTbfc^ ^«24ffi£P B 1jiafcl'*:., 
»»J tt«EEPfc3c Ufc. »S*tt f 'J * **** 7A?avh^7^:J:o T*S§? 
Lfc (^mS^ifrfb* 3^ (98/2) ) . CCT^^nfe^* (4 
= Zmttt-fr ttS'J^W Cinx.. *&SE«:70 , Cfc3lSWT±tffc. 
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^{ctoTMSiufe mtam:mit^^>/^^y-^ <9s/s> ) . sent 

SF : C 23 H 27 N0 2 X C 2 H 2 0 4 (439. 2) 

mp : 194"C 

CHN##r 

ff^fg : C 68.33, H 6. 61. N 3.19 
HiJSH! : C 68. 38. H 6. 78, N 3. 29 

[0 3 10] 
»M142 

tt _ ( 4 _ i, ? D y □ frtf - ;p ^ x j * -» - « - (4- / ^ t?^ u / ) p-* 
d— ;i/ 

v> (45 'J =E)V) <h, RK*U^A <t> jWIIOa^'Jf A 

ft#U BBfex^^TttWLfc. 8S*tt«St^if;i' 

SF : C 24 H 29 N0 2 X C 2 H 2 0 4 X0. 75 H 2 0 (466.7) 

mp : 169- 170*0 

CHN##r 

ftM : C 66.91, H 6.96, N 2.99 
H$Hfi : C 66.85, H 6.83, N 2.96 
[0 3 11] 

a-{4->i?D^DtJ|/*^^7xy + -»-a'-fOiJ ^/-p-*->n-JU 
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(45 ttilca^bA'J^At, ffltUVVJ* (65'J^) 

SF : C 22 H 25 N0 2 X C 2 H 2 0 4 X 0.5 H 2 0 (434. 2) 

mp : 179*0 

CHN##T 

tt-ffffi : C 66.38, H 6.45, N 3.22 
: C 66.6K H 6.45. N 3.22 
[0 3 12] 
HjSSff]144 

3- 7x rj^D tr;P3-(4-^5 1 ;Utf^U y/)^n tf;ux-x;u 

3-7x-^DWy^-H 085 U^) ttSSESORfb^h^^W 
7>^x^7A<h, 15-*9«»-5 (0.55 U^) tS7J^>^TT. 1,3- 

-f H (2505U : E;W -Hft«#l^fc. iB^to^^lBJWSkfc 

. »ffJS3R5ES^ «ltt©«S«ltt*5A^D7hy77>flcioT««Ufc C 
jStHttrttHfc*^ 05/5) ) . OWnbtlMt-Bi® (85'J^E 
;U) SJftifc^^-x^ (165 UWW fcim*fc. aWE*3»M*»«-T70TCC±»f& 

nfcttflStt (55'J^JW t. 4-*^;U^U5» (105U*;tO fc, ««*U 
£A 055 UtM t- W1037{WJ9At$7th>f:i^t, 12^1 

m u*:. »«**»s*tat:# b nfcft^** *> 'J * **** ^ D7 ^ 

^WTrSHjL (jgffi^ : vX^X-x^/H*X-^;l//h l Jx^;i/7 5> ( 

66/33/1) ) . i^TfvXf Jl'X-f Jl'/X^ /-^^ ^ 

SF : C lg H 29 N0 x C 2 H 2 0 4 (365.4) 

mp : 119-120*0 

Offl»«f 
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: C 65-73. H 8.55, N 3.83 
Hffllfil : C 65. 44. H 8.83, N 3.79 
[0 3 13] 

3-7xn;u^Dtf;i/3-(3,5-cis-v^^tf^ , J> ! y)^pejux-7 1 ^ 
&Mm\Mizmm<D¥miz'i£?x'&e>nrzm<t® cssu^w 3,5-v*^ 

;Ptf^U5?> (^*fc«fctfh5>*«>©ie£*K 105'J^U) 1»K*U^A 
(15<Z>5 U^) i> fl^«©3£fc*UOk£*7-feh>fc**U 12B#P B 1S 

^;u/s^x-^u/hux^;u7^> (66/33/D ) . ^ntzit^mmmx' 

SF : C, 9 H 3 ,N0 X C 2 H 2 0 4 (379. 5) 

mp : 107-108 "C 

CHN##r 

ftM : C 66. 46, H 8. 76, N 3. 69 
HifljHi : C 66.42, H 8.54, N 3.67 

[0 3 14] 
gj]SSffJ146 

j. 7l -j^ D h!;U3-(3, 5-trans-^^^e^'J V/)zTu \Z)UX.-t)\< 

^'J->*> (^th^^OS^ft. 105 U^W #R*«JSA (150)5 «J 
^E;W <h, ttfiJt«03^<fc*'J^i:«:7-feh> I t'T?12«FMa8fE^fc- **** 

x-r;p/huxfM$> (66/33/D ) . mznrzit&mmm-w^jvx. 

SF : C, 9 H 31 NO X C 2 H 2 0 4 (379. 5) 
mp : 123. 5X: 
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CHN##T 

W-JWB : C 66. 46, H 8- 76, N 3. 69 

nam •. c 66.35, h 8.72, n 3.75 

[0 3 15] 

7W5ifcX-^;iVhUx3^75> (66/33/1) ) . t#btltft-&ftl«ST 

SF : C l8 H 29 N0 x C 2 H 2 0 4 (365.4) 

mp : 123^C 

CHN##T 

fl-M : C 65.73, H 8.55. N 3.83 
Mtf : C 65.39, H 8.72, N 3.79 

[0 3 16] 
SMM148 

s«6«i43cisK©*jiifcaeoT#3tttfc* (ssu^w wjy> oo 
jij^h (155 utw sats© a sflsau 

X-^IV MJX3\U/T5> (66/33/1) ) . #6nmftttflT->*Xf^X 

- 5Wx ^ / t> is^k $ -erfc. 

SF : C 15 H 25 N0XC 2 H 2 0 4 (337.4) 

mp : 105. S*C 

CHN##? 
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tmm : C 64.07, H 8.07. N 4. 15 
mmm. : C 63.85, H 7.84, N 4. 13 
[0 3 17] 

3- (4-^7 DD7i^) kMU3-(4-j*^t:^ U vV) Zfu \i)V3L-y-)V 

3-(HDD7x^) zfuE)U^^U-h (185'J^U) MSSS^^H 
7^37ft7> ; E-9At. 15-*7?>-5 (0.55 U^) <h£-i!fc&#^ 
fc!,3-7 , OA>^-;P (255U*;M tth'JW/W^-fF (2505'J^ 

SLfc m\&m.:mt*^v>/*5> (95/5) ) . or-c#en^b^ ( 

83=1)^) Stt-fb^ 1 ^— ;U (165 U^) ICjD*.*:. M«3Nf^^^T70r»3 

mznizmm (ssu^w <t> 4-*^;utr^u^> (io5>j^;u) . 
f^isisds Lfc. jga * s t » 6 nfc{t-&« * ^ u * y 7 a ^ □ v 

;|,7$> (66/33/1) ) . MlT^I^X-f-A'/Ii' y-;i/frSgflMbL/5:. 
SF : C, 8 H 28 N0C1 X C 2 H 2 0 4 (399. 9) 
mp : 1 1 6*C 
CHNt>#t 

8t*fS : C 60. 08. H 7. 56, N 3. 50 
UlRiJftt : C 59. 78, H 7. 33, N 3. 49 

[0 3 18] 
»fliJl50 

3-(HDD7i^)7"D tf ;U3- (3, 5-c i s- ^ 7)V t? * U ~>V ) 7 a fcT ;WX— 5=- 

*i6^i49K:isa«©^«fcaeoTitfc*eft:«j cssutjw 3,5- 
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tf^'Jv> (yXth7>Xt©I^. 10 ^mtl'JOA (15 

t, M^fi©3^^U^Ai:*:^L,/iT-feh>$:12BSraS8itL 

fe. * -&fcm(c# ^ nfc<b^« * -> u * y^* 9 A * d v h 9=7 7 w 

-r Jl'/Sjft x-f^/ h U ;i/7 i > (66/33/1) ) . ft&*lft:fl:£4fel£fflR 

SF : C 19 H 30 N0C1 X C 2 H 2 0< X 0. 25 H 2 0 (418.5) 

mp : 117. 5"C 

CHN##T 

: C 66. 46, H 8. 76. N 3. 69 
$^mm : C 66.42, H 8.54, N 3.67 
[0 3 19] 

mfl£ff]i5i 

3 _ (4 _^ D a 7 x - M 7 a tf;i/3- (3, S-trans-v 5 ^^ fc!"< U >V > tf;i/X- 

*16«149K:E*©^IBK:«-3"r»fcttft* (55 U^) <h, 3.5-^^^Ut! 
^'J-^> (^tr-7>^tOfi^«. 105 U^W <b. ««;&U£A (15©5 
U^W £, M^*^3'Xt* , J^A<h^j§^bfcT-feh>^12Be^M-rS. 

ju/5*sx-7\>iv h "j x^jbT 5 > (66/33/0 ) . n^nrzit-^^twm-v'j 

x^;i/x— ^;u/x^y— ^e^fk^-a-fc. 

SF : C 19 H 30 N0C1 X CjH^ (413.4) 

rap : 150*0 

CHN##T 

*t#{i : C 60. 93, H 7. 79, N 3. 38 
: C 60. 95, H 7. 39, N 3. 34 
[0 3 2 0] 
»fflt52 
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li-j;;^/-^ (155 'J^W HnP+;'J> (155 U^W <h 
, 5ml<DMJX3MbT5><>:. M^ft03^b*'J^At€:X^y-;U'^U 

77^C±oT»8l/fc m&m .WlC^ Vy/*? J-fr (98/2) (7>^& 

xri^ffl^;) ) . »*RH&«fflifc*u oc-e#snfcfl:£* (55'J^-M/) 

(105 U^U) tiDAfc. ffi«&3l$l8ra>W-T7<rcK:±»;rfc. MS© 

s-ti-fc. nsnfcfl:^* cssytJW fc, f^u->*> (105 u^w) <fc» ^ 

TJ'J^A (155 U^M <^ ttJt»©3£fc;&y tf/*fcS7*h>£#**U 12 

«tox»«ufc : mm^jw* ? y -jw h u x^;uy 5 > 05/5/2) 

SF : C 20 H 29 N 3 X 2C 2 H 2 0 4 X 0.5 H 2 0 (500.6) 

rap : 167.3-168. 1*C 

CHN##T 

SHf fit : C 57. 6, H 6. 85, N 8. 39 

mmm •. c 57. 7, h 6. 55, n 8. 42 

[0 3 2 1] 

gj»ftffi]153 

2-^^;w-(3-tr^'j v ? /^ , ptf;i/T5/) + / u > 

3-75/7"D/V-;i' (155 U^W 4-i7DD-2-^5 1 ^+/ U > (155 
'J^JW 5mlOh'Jx^l/T5>i:, ®j£ft©3 Oittl U r7A££fflUT. 

fa^OVhy77^l:«toT»«lfc : BfttX^U/ h U X3MI/75 

> (95/5) ) . »»J&«BEH*Lfc. aefttttfgE-cyx^^X— r^/X^y 

SF : C 18 H 25 N 3 x 2 C 2 H 2 0 4 (463. 5) 
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nip : 185.5-186.3 *C 
CHN#tfT 

ttJMt : C 57.0, H 6.3k N 9.07 
MfflB : C 56.9, H 6. 19. N 8.98 
[0 3 2 2] 

2-*-?MU4-(6- tr^'j> J /'\+->^75/) + y u> 
6-7 5y\+ity-;u ass u^v) Han-2-/m/'J> uso 

S g^W 5mltf)hUX?\^75><h, »«tC3^ft*U^i:*ffll'>X 

(95/5) ) . tfflWI4«BE»*^fc. 3SfWl»««T5?X^UX-^/X^y- 

SF : C 21 H 31 N 3 x 2C 2 H 2 0 4 x 0.75 H 2 0 (519.1) 
mp : 193.6-194.0 *C 

StffM : C 57.9, H 7.09, N 8.10 
lit : C 57. 8, H 7. 08, N 7. 85 

[0 3 2 3] 
gjfl£ffjl55 

7-/7 d D-4-(3-tf^u *jj zfn tf;u75 y)*y U > 

3 _ 7 ^yy N ^-y-y-;l^ (155 U^U) <t, 4,7-y^DO+yU> (155 U^E 
JM <h, 5raKDh'JX^;U7 5>t, ftfei£S03 U £A fc*ffiHT*K«1 

h^7-fCJ:oT«fil/t (»ffi«:»»Xf;i//h l JX^75> (90/10) 

: 

SF : C 17 H 22 C1N 3 x 2C 2 H 2 0 4 (483.9) 
mp : 202.9-204.0 *C 
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imm : C 52. K H 5.42, N 8.68 
: C 51.9. H 5.25, N 8.65 
[0 3 2 4] 

Z-7^;7? y-)l> (155'J^U) 4,7— 9 J9 an*/ l> > (15© 5 U^E 

77<\z&iTmmvtz mmm-.mm^jwhv^ji'T^y 00/10) ) . 

SF : C 18 H 24 C1N 3 x 2C 2 H 2 0 4 X 0.5 H 2 0 (506.9) 

mp : 162.6-163.5 <C 

CHN##T 

s\-Wm : C 52. 1, H 5.76, N 8.28 
mfflM ■■ C 52.2, H 5.64, N 8.15 
[0 3 2 5] 

7-i7DD-4-(8-tr^u> ? /*^?-^75 u > 

l,8-v^P : e^^> (305 U^W ^U^A^JM^ K (155 0^1/ 
) <h, ftfe!®«O3^-(b* , J^A«t*7-feh>4 , T30KMSilLit. }S2»J£^g£ 

:m-fb^^^>/Stftx-7-;U (60/40) ) . ^Ji&iffiilTiSftfcft^ 
(12,55 'J^W £, tf^'J> ? > (50 5 U ^U) «h, ttillWH^'J^At 

$7-trh>^Ti2B#raM8St^fe. isMfcii^gs^t*****. mmvozmt 
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>/hV3L7)i7s.>/*& s—fr 00/10/2) ) o m*>ntzit&® (ssu^w 

<h. 4,7-^nnt>"J> (S^'J^U) MiSfi£>3 ^ft* U ^A<t£l0g 

jfs^Lfc (mtam. •■ TOx^;u/hux?;w7s> os/5) ) . »ad«r«jEi** 

U SiaftSOTT^x^Ux— r-^/x^y— Art* 
SF : C 2Z H 32 C1N 3 x 2C 2 H 2 0 4 (554.0) 
mp : 150. 7-150. 9*C 
CHN##T 

tmm : C 56.4. H 6.55. N 7.58 

mmm : c 56.2, h 6.48, m 7.42 

[0 3 2 6] 

7-^on-4-oo-t:^u y/f^r* y)+y u > 

I, \0-iS7a^t>> (30<Z>5 U^EA) t, A'JW7^K5h' (155 U^: 

^^Tv'x^i/x— 7=-;u/x^y— ;U75^e>^^b^-&fe. 

SF : C 24 H 36 C1N 3 x 2C 2 H 2 0 4 (582. 1) 
rap : 151.2-151.5 "C 

nmm c 57.8, h 6.93. n 7.22 

£Hfi£ : C 57.4, H 6. 8 1 N 7.07 

[0 3 2 7] 
HySffJl59 

7-?dD-4-(l2-t!^U ~SJ Kfy^75/) + / U > 

1, 12-^yoqE Hf*> (30SUt;P) *UfA7^KSl< (155 'J 
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I:»lX^/hUX^7r/ (95/5) ) . »»tt*E»*lxfc. 

SF : C 26 H M 0C1N 3 x 2C 2 H 2 0 4 (610. 2) 
mp : 141. 6-142. 9"C 
CHN##T 

H-JMt : C 59. K H 7.27. N 6.89 
: C 58. 7. H 7. 30. N 6. 78 
[0 3 2 8] 

4-tKD^>7-'J> (11= U^) 4,T-^na*;'J> (iO©5y=E 

;W MI«S03'7{b*U'7Ai^7-feh>4 3 T22I^K)l^Lfc» »6nfcft 

ft^f W^iX-ffl'/ h UXf*75 > (95/25/5) ) . }§5<J«$ffi&£L 

SF : C,jH m C1N,0 x 2C 2 H 2 0 4 X 0. 25 H 2 0 (580-5) 
mp : 189. 8-190. 3 *C 

aiWte : C 55.9, H 5.29, N 7.23 
: C 55.7, H 5.43, N 7. 14 
[0 3 2 9] 

1-9 o P-4- (2- (4- (3- tf ^ <J V J ZfU tf* -» 7 XW5/)*/U> 
A t £ 10g©:7 1 7 1 150TCT1 2Wf|K]»lK Ufc. »e«tt«tfls**iST?ftiftx 
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?)W*fr?>&fkifr£tt. Hsnfcft^ft (5*'J^) 

^®^«7 5<>->ii7nvh^7 7^lc<fcoT^i3L.fc (jgttlilS : ft 
&X^;U/5iftX— r^/h'Jl^75 > (95/50/5) ) . &$ltijftE&£Lfc 
o a««JttaE»TfS?X9 1 Jl'2oX— JWh&*MWfc*ttfc. 
SF : C Z5 H 30 C1N 3 0 x 2C 2 H 2 0 4 x H 2 0 (622. 1) 
mp : 149.8-150.2 *C 
CHN##T 

: C 56.0. H 5.83, N 6.75 
iil : C 55. 7. H 5.77. N 6.46 
[0 3 3 0] 

4-(6-tr^U 5?y\+UV-r;M 7x=JM-£iy £)PX— r-)l/ 

3-7i/ + y^7'Pt'f (104)3 U^IO t^U^> WOOSU^JM 

pusj-tm v7 r D/w-)i'/> J x^;ux-x)^e»^'fb$-a:fc. i^nfcft'&ti 

(55 U^) *6-yaqESft^U-/<^ <7.55U^W ESft7;^ = 
£A (22.505 U^W ©lOnl©— Hn-"*>\/— )W&WZl!aX.1t. M-a^O'&M.U 
T'ZBffl®.ftLtZ. SIlfl^tD^.. g£-**8Hfc**8Bfc (6N) TftJtBL/c. 
^££j^#U?A?«T**aU ^b^^U>TttttlLfc. »»l»«ffi»*L, 
fc. ^en/i-fb^ (2.5<D5 UqEJW t. tf^'J^> (SSU^W 
•J^A (7.55 U^JU) M^ft^a^^b^'J^At^T-t h>4 , T12i»§raa 

(^tB^:m{b^?l^>/StftX-^;i//^^/-;U (96/3/3) ) . ^JSr^ffi 

SF : C 25 H 4O N 2 0 2 x 2C 2 H 2 0 4 (580. 7) 
mp : 149. 1-149.5 *C 
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imW. : C 60.0. H 7.64. N 4.82 

mmm •. c 59.9. h 7.59. n 4. si 

[0 3 3 1] 

5- - h P -2- (5- 1!^ 'J i? / 1 >^)VY 5 J ) tf U ->* > 

5 _ :r5 y^>>5ry_jU (155 U^U) 2-? PD-5— — h n tf U S» (155 
IHEJIO <h. 5ml<D h>JX^t/75>£, MIi©3 ? -ft* 'J A <h£ffl^T^l 
SS^J152f3iemo¥®t3S£oT-&^i:*§M<i:S:llfi : L/c. m&»EM i to\t.t> ? Kt> 
a-?hif77-( l3cfcoT3RliSbfc (?§ffi& : SiX^/hUxfjl/7S> (90/ 
10) ) . ig*r"J£Mffi&S;U BSfeSr^T^X^l/X-T-^/X^y-^e. 

SF : C l5 H 24 N 4 0 2 X C 2 H 2 0 4 (382.4) 
mp : 95.7-96.0 *C 

ft#fl : C 53.4. H 6.85. N 14.65 

mmm c 53.6. h 7.00. n 14.55 

[0 3 3 23 

3- - t> D-2- (6- tf* U v 7 ^ >?-)V7 5 / ) e u ->* > 

5 _ 75 y^s>^y-;i^ (155 <fc. 2-^dp-3— xhDtf'J s?> (155 

^)=E)V) t, 5ml© h'JI^75>t > M$£fi#>3 "^fb^ U ^At^ffl^tl 
M0iJl52lria^co^Jlit : SeoT-a-^<i:*Sg{<!:i&^Tb/c. 5 2* 9 

a^byyy^iz^-oxmnvrz (mmm:mm^)Wh')x.^)VT^> (95/ 
5) (7>^7gis ) . mm*meEB3k\s. mmytzwwrcv^)^- 
7-)Wx-? / — e>*§^b^-&fc«. 

SF : C 15 H 24 N 4 0 2 X C 2 H 2 0 4 X0. 25 H 2 0 (386.9) 
rap : 148.5-149.2 *C 
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ItM : C 52.8, H 6.90. N 14.48 

nmm c 52.8. h 6. so. n 14.51 

[0 3 3 3] 
HM0iJl65 

5 _ 7 5 y - 2 - (6- M ^ ij >? J sO^Jl 7 5. J ) t? 'J v > 

5 . 75 ;^>^/- ;p (155 'J^) 2-^DU-5— ^ hDtfU^ > (155 

(95/5) (7> ; er:7l?ffl^) ) , 20mlO^ h 7 t K a 7 7 >fc**Ufc. 
lOOmg<D/l7v2A/fiH40? (10%) £J0;i, tg-&t)*lA-;K^H 2 T12B#P»l7K^ 

SF : C 15 H 26 N 4 x 2C 2 H 2 0 4 (442. 5) 

mp : 85. 7-87. 3 <C 

CHN##r 

ff-#fl : C 51.6, H 6.83, N 12.66 

mmm c 51.4, h 6. si, n 12.83 

[0 3 3 4] 
HMff]166 

2-(6-ti^ , J>'V / \*^;i'T5y)^y u > 

6 _ 75 ;p (155 t)=E)V) <h. 1->?UU*-JV> (155 U^U) £ 

, 5ml O h'JXf;i/7 5>t, ^»^>3^'fb* , J^A<i:$ffl^T^M0iJl52^fa 

7 7 4iz.£-?Tmm^rz mtaw.:mm^)Wh^x.^)i7^> (95/5) ) . 

-fcht. 

SF : C 20 H 29 N 3 X2C 2 H 2 0 4 x 0.75 H 2 0 (505. 1) 
mp : 90.7-91.5 *C 
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CHN##r 

H-Jfffl : C 57.1. H 6.88. N 8.32 
HSdffi : C 57.1. H 6.54. N 8.17 
[0 3 3 5] 

D^yJl/75> (lOSU^JU) £&i&bifc20inlOX— 7 > JI'fc8flFl'fc4- 

tt«l*©3 | !>'fk*u , ?At*x^y— ;p>fT6Biaj8«S£Ufc. x^y— 

tejuruy/**;-* (95/5) ) . jfflWfcasss-e-fc*. nsntft^ttt 
{b7K^^T^x^;i/x— r-;u/x^ y — s-ttfc. 

SF : C 22 H 34 C1N 3 S x 2HCI x H 2 0 (499.0) 
mp : 103. 0-107. 0"C 

itWB : C 53.0. H 7.68. N 8.42 
&fflm : C 52.6. H 7.88. N 8.24 
[0 3 3 6] 

2- (6- tf ^ "J i? 5 / ) /> v>7f 7 ;l/ 

5.7,;^/^ (155 'J =E;W t. 2-i?DD^> , /f7 , ;-;P (155 
g^) 5ml<Z>HJX3MU7 5><h. jSiiOa^U^At^^TH 
j&£#J 152£fB$E<£> f«lca^T^ t»« £ £**T ^ fc. ^77r> 
^D7H07^ C±oT««l/ft (mttit&.: 05/ 
5) (T>^EXT#ffl^) ) . iSS!l£«EEl»*U Sfflfc*ltTJ>IfiH- 

t-;u/x ^ y — t> ISM $ -t±£:. 

SF : C, 8 H 27 N 3 S X 1.9 C 2 H 2 0 4 (488. 6) 
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mp : 98.5-101.8 t 
CHN##r 

Smm : C 53.6, H 6.35, N 8.60 

HiftHS : C 54.0, H 6.43, N 8.33 
[0 3 3 7] 

lo-tr^UvVT^i^s > 

MO-v^D^^ (305U^;l/) <b, *'J^7^K$H (155 
^^ff^fc. ttetlfc-ft^ (12.55 U^JP) £, t!^Uv>> (505 UtJW i: 

^i^>T«&£bbfc. i#$j£M/£is&su m&®itmt7m& <6» ^-vn^mm. 

: «ft^f l/>/b'JXf^ • 75 >/*?;-)l (90/10/2) ) „ ig^J^EI^ 
3:U ^g^^^T^x^JUx-^^/X^y-^^b^^fc^tirfc. 
SF : C, 5 H 32 N 2 X2C 2 H 2 0 4 x 0.75 H 2 0 (434.0) 
mp : 116. 1-117.2 V. 
CHN^tfr 

BfWM : C 52.6, H 8.71, N 6.45 
3gffll£ : C 52.5, H 8.70, N 6.35 

[0 3 3 8] 
gjMff]170 

3-7irj^D £^3-(N, N->?X^7 5 /) yp \Z)V3L— ; r)V 

105'J^EJl/) <b, wS^U^A (155';^^) ttiiwaCftA'^AtS: 
7-fch>£i§fi¥U 12ll#fBK8aELfc. «F»J*|Ki58*-e:fc«t#Snfcfl:^*&-> 
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/Hil&X-TMlV h 'J 3L^)17 5. > (66/33/D ) . % e>nfc{fc-&$J««&T' v^X 

SF : C, 6 H 27 N0 x C 2 H 2 0 4 (340. 3) 

mp : 80t: 

CHN##r 

tr#{S : C 63.69, H 8.6k N 4. 13 
■$mm : C 63.52, H 8.40, N 4.06 
[0 3 3 9] 

tCQ^Sf^ffl^ >t*HPT3iliELfc. (Garbarg 31. , J. Pharmacol. Exp. The 
r., 1992. 263 : 304-310). fm3g©H3*ffitt=ffizK*ft;Ufcfc 5 XOtSOti 
»tt3&»6*JEatl, igtam<DH3^fl5«jl^WH3^«)^ (R) a-^JHi** 5 > 
Cct-5iJcai^±^)»l^S^«toTSiJ^$n^(Arrang iS., Nature. 1987. 327 

: 117 123). 

Ligneau31., I. Pharmacol. Exp. Ther. 271. 452-459 0994) CSS*©™ 

#:$^Ov^t" ; &/c«e)<7)lAtM^t:^S> (mepyramine) <7)#SETT0 2 / C0 2 (95 
TO) ^^*«|&LT«EiEUfcKrebs-Ringer©a^Bafi«HfiT+37'CT*ilUfc 
. sNBfcBLJfctfeK* $iJ*T©«R*iS»*Eebfc (15V, 0.55U#, O.lHztf) 

WW*) . 

(R) a— *^;i/k**5 >*»*fctt#ISSEl)lt-ft©»^»S«l*©*t€ - 
cfctXfeta^^m^^nfc (Garbarg it., J. Neurochem., 1989. 53: 1724-1730 
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(DS^m^> £S"T ED 50 ffi £ stl? b Ac. 
[0 3 4 0] 

£SJft«:Tfetf>ii 0 T« [S3 6] *3<fctf [S3 7] ttSbTfeS. 

i-C3-(4- ->7y7xy*-»^pe;ntr^u^>. 

ED 50 =0.02 mg/kg 

§£6S W4 l-[3-(4-^l/7iy + -»^D fcfjH tf^'J v>> 
ED 50 =0. 21 mg/kg 

Hffi«76 l-[3-(4- >-/7n^D/i>*^7H-;i/7x/ + ^)yatr;Htf^U 
ED 50 =0o 18mg/kg 

mm&w l- [3- (4-7'd x*~)i7 x;+y)^p e;i/)-3-* tr^ >J s> > 

ED 50 =014 mg/kg 

^1SS#J 101 l- [3- (4-^ 9 n :/ar? >*M^7i y * tf;H - 1 rans- 

ED 50 =0-17 mg/kg 

[0 3 4 1] 
[S3 5] 
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-(3-MeHCH 2 )s- 


P-CH3CO 


3.7 + 0.5 
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68 
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-(4-Me>(CH 2 )5- 


p-CHaCO 


4.6 ±2.0 


0.5 


69 


I ° 


3 


-{CH 2 )e- 


P-C2H5CO 


4.7±0.8 


j 0.6 



(0 3 4 2] 
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mmm 


H 3 - S&ttttKStti 
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/ru \ c\—f( iv— T — N 

^^{c h 2 )j— o uj; 

HN^N 


/ ■ , 

NC— "C V~°— : CH 2>3 — n > 




Ki = 1 1 nM 


Ki = 12nM 


EDso = 0,20 mg/kg 


ED 50 = 0.54 mg/kg 






/-=\ „CH 2 CH 3 




NC ~~\ ^~°~ (CH2,3-N Vu r-w 




^ V CH 2 CH 3 




Ki = 95nM 




ED50 = 0.50 mg/kg 




/ — \ r~\ 




Ki = 20 nM 








NC-^y-o-iCH;^ — 




Ki = 9 nM 


^^(C H 2 ) 3 -0-(CH;) 3 — ^Q|) 
HN^N 

Ki = 17 nM 


Ki = 15nM 



( 210 ) 



2002-52 1 463 



INTERNATIONAL SEARCH REPORT 



Interna «l Application Ho 

PCT/EP 99/95744 



\ ? VT™m£lJw£ ^A61IGl/«> A61K3I/445 A61K3V138 



wBb^wQPg c/t» boJh gAd daMJkafian wd IPC 



IPC 7 A61K 



J (o»»»»oo63a by 



Ek^^d^te^oonuO^ dartre* «tom«o«i»««aie»»»rt esabw « 



, wD«r«pr«*tfcO 



COOCU«£tJrSCOWgDEa£OTOBERECEVAWT 



Cafeoory * 



Cfafcfl of doocmwl w«i htScafaw. whow oppropjtot*. of Om paw**** 



Rctovotltoelrfrario. 



BRANDES L J ET AL: "New evidence that the 
anttestrogen binding site may be a novel 
growth-promoting histamine receptor (?H3) 
which mediates the antiestrogenic and 
antiproliferative effects of tamoxifen' 
BIOCHEM. BIOPHYS. RES. COMHUK. 
(B8RCA9 s e086291X);1986; VOL.134 (2); 
PP. 601-8, XP6G2123595 

Univ. Manitoba;Manitoba Inst. Cell Biol.; 
Winnipeg; R3E 8V9; MB; Can. (CA) 
the whole document. 



16-28 



0 



Further doourrawtawalsbxlUBio cemSwitfiooolbox C. 



□ 



Pit** fern* Brwflboro «f* Wod « annex. 



A # document dOrtrino t»* gonor* of &»• *it which knot 

coxddamd to b • of paitiautor Mbnaaea 
•f strM Ooooimntba pvtofebed an or otter lb« t 



f docurn-rfWob .n^l>-xmdb%0^«O Priori* •loii<» l w 
wtotch scfauttonUlbh 0» puUbdion oVte of another 
distort «r other cpodc) racoon (*» JpeoWed) 

•p- dooo.-n.rt pubficbed priorta fto htonwficruJ ©tea dote but 



T kd*roWrter«pi«iW™daftaf*» lrt*mator-t fl«g dito 
or pnoiiy date *«d oat fa onrfiot wSh tha ortfasbcw but 
cO»d to u rvi-r^Urrf p»i»o^» or tWy u™d«rty5ng th« 

*** doour»ntp/p«rloul^ro;aarBno»:thfieU]rrsd hventcn 

•V* docurmat or ptrlaUrrotetameifca olaimd Ironbo* 

c*xm* bo ooo»bred to ki«rf»« en tweobve Hep when tho 
— »-- — of mora otW Kichdoou- 
gobviow bo a p*r%oo •fcJ^d 

teroffJms 



Date of tha ecrmJ corrf*rfoti of tfta Ww««Sonrf mot a» 

23 Koveniber 1999 



Nan* and n*»Tn»g «ddrcsa o# Uw »A 

European P^UntOfflco. PB.SiW P«tentliaa Z 

T«L («»1-70)340-JO4O,Tfcai SSI •pont. 



0.4 ociiai 



Scruton- Evans, I 



FomrcnsM» (mbm*4 «t»«o P**r i s 5p 0 



page 1 of 3 



( 212 ) 



4#^2002-521463 



INTERNATIONAL SEARCH REPORT 



htera ftlAppQuttonNo 

PCT/EP 99/05744 



a(Cootiot»aon) DOOOtCKTC COMaOCREP ro CE RaEVWT 



CHEMICAL ABSTRACTS, vol. 123, no. 1, 

3 July 1995 (1995-07-03) 

Colinnbus, Ohio, US; 

abstract no. 089292, 

STARK H ET At: "New potent histamine 

H3~receptor antagonists of the anride type" 

XPOOZ123681 

abstract 

& EUR. J. PHARH. SC3. 
(EPSCED.09288987);1995; VOL.3 (2); 
PP. 95-104* 

Institut fuer Pharmazie, Freie 
Universitaet Berlin, 

Koenigin-Luise-Strasse 2+4;Berlm; 14195; 
Germany (OE) 

CHENEY L C ET AL: "Alkylanrinoalkyl Ethers 
of the Benzyl phenols 1 
JOURNAL OF THE AMERICAN CHEH1CAL 
SQCIETY,US,AMERICAH CHEMICAL SOCIETY, 
WASHINGTON. DC, 

vol. 71. page 68-64 XP002686293 

ISSN: 0082-7863 
see page 60. compound III and last 
paragraph of page 69 



16-28 



16-28 



page 3 of 3 



( 213 ) 



$#^2002-521463 



INTERNATIONAL SEARCH REPORT 



tntv J&an^ appGoatjoo Ho, 

PCT/EP 99/05744 



Box ! Observation* whara cortain cfairns warn found unsearchable (ConOnuatlon ol Item 1 of first she at) 



Trts lRtema fic<»l Se^ Report h» nd b~» «atei**ned In naped of oe«t«n d*r« ondo. Arfd. 17«Ca> far «h. Wo-*, 3 r.»on,: 
D S^I^rdatato.i^^admaiw 



H SSir^ «1 «*. lo part, ot thn Internum] Apd**** «hal do »d ocrr^ty w*h l»i p^wribod ro^m 
«n eoleitf traUro rr^aringtul iDtemettooal Search can ba canted ou, ipocflcaly: 

See further Information sheet PCT/ISA/EIO 



2^i^^ dlcp end«tolo^ «•*(*>' 



thaya 



Box 8 Ob»ovatSoo S whare unity ot Invention ia lacking {Continuation of Kam2ot firat a hoot) 



TWs lnt«maUon«J Author*/ «MT»d muKri* Invontixw m tt» intermfionol c^xS option, «o 

See additional sheet 



□ A3 an required addtonal saaroh lea. ware tanefj paid by tha appfa«rrt, the Wamatboal Saanch Report coveix all 
—niehaHwnhima. 



2 _ P| As «fl .oarehabla daim. couid b. •••roh.d wfthoii ««ort justifying -a adoffionil thia Authority did rwt Hv*. p.ywari 
1 — 1 olany«*£tionalfe«. 



3 1 1 A»ortysomadtr«roqubedadtfliofldaeardif^ 

I — I covets ody those claims for y*uch fees ware pa*J. apedncafly dawra Noa.: 



m No r**i*ed tdrfaion* aaaroh »a*» wen, C«»ely paldby tha tfpficd. O^n-w^-mOy, »«• Jnhrm-tional 3**«* R.port « 
^ nSaSdb fha invention first manboned in tha dana; 4 i» covered by darns Nca.: 

16-28. 78 (partially) 



[ | Tha addiiond aearsh faea were aooomoaniad by lha apdicanrs prot*st. 
| | No protest oscomponod lha paytned ol oddWood ssareh tees. 



fcrm PCTTlSAVZtO (codWwdkw* of frd aheet <1» Uury 1938) 



)02-521463 



Pa g e 214 of 220 : 



( 214 ) 



4#m002-52l463 



PCT/EP 99/85744 



FURTHER INFORUATTON CONTIKUCD FROM PCTOSA/ glD 



Continuation of Box t.2 

Claims Kos.: 1-15,29-38,46-59.54,70,72,73,79-88 

1) Present claims 1-15 relate to a use of a compound defined by 
reference to a desirable characteristic or property, namely that W is a 
residue that Imparts antagonistic and/or agonistic actfvtly at histamine 
K3- receptors when attached to an imidazole ring in 4(5) position. 

The claims cover the use of all such compounds having this characteristic 
or property, whereas the application provides support within the meaning 
of Article 6 PCT and/or disclosure within the meaning of Article 5 PCT 
for only a very limited number of such compounds. In the present case, 
the claims so lack support, and the application so lacks disclosure, that 
a meaningful search over the whole of the claimed scope is impossible. 
Independent of the above reasoning, the claims also lack clarity (Article 
6 PCT). An attempt is made to define the compound to be used fay reference 
to a result to be achieved. Again, this lack of clarity in the present 
case is such as to render a meaningful search aver the whole of the 
claimed scope impossible. 

2) Present claims 29-38,46-58,54,78,72 and 79-88 relate to an 
extremely large number of possible compounds. In fact, the claims contain 
so many options, variables and possible permutations that a lack of 
clarity (and/or conciseness) within the meaning of Article 6 PCT arises 
to such an extent as to render a meaningful search of the claims 
impossible. Specifically, for claim 54, AV1 11 may be absent. Xvlii may be 
t Y may be absent and R4viii may be H, such that none of the groups has 
any recognisable common definition. 

3) Present claim 73 relates to the use of a compound of the 
formula XVI, wherein Zxvi may optionally comprise other substituents 
selected such that the actlvtiy of the derivative is not negatively 
affected. The claims cover the use of all compounds of formula XVI having 
this characteristic or property, whereas the application provides support 
within the meaning of Article 6 PCT and/or disclosure within the meaning 
of Article 5 PCT for only a very limited number of such compounds. In the 
present case, this claim so lack support, and the application so lacks 
disclosure, that a meaningful search over the whole of the claimed scope 
is Impossible. Independent of the above reasoning, this claim also lacks 
clarity (Article 6 PCT). An attempt is made to define the compound by 
reference to a result to be achieved. Again, this lack of clarity in the 
present case is such as to render a meaningful search over the whole of 
the claimed scope impossible. 

Consequently, the search has been carried out for those parts of 
the claims which appear to be clear, supported and disclosed, namely those 
parts relating to the claims 16-28. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to Inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
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RJ FTTH EH IKFORMATION CONTINUED FRO« PCT/I8A/ 216 



i. Claims: 16-28. 78(partial ly) 

Use of compounds of the formula I for the preparation of a 
medicament acting as a ligand of the histamine H3-receptors 



2. Claims: 39-45 f 78(parti ally) 

Use of confounds of formulae III or IV for the preparation 
of a medicament acting as a ligand of the histamine 
H3- receptors 



3. Claims: 51-53 ,78 (parti ally] 

Use of the compounds of formula VII for the preparation of a 
medicament acting as a ligand on the hiatamine H3-receptors. 



4. Claims: 55-56, 78(partially) 

Use of a compound of the formulae Villa or Vltlb for the 
preparation of a medicament acting as a ligand of the 
histamine H3 -receptors. 



5. Claims: 57- 68, 78 (partial ly] 

Use of compounds of formulae IX or X for the preparation of 
a medicament acting as a ligand of the histamine 
K3-receptors. 



6, Claims: 61-67. 78(partially| 

Use of a compound of formula XI or XI If or the preparation of 
a medicament acting as a ligand of the histamine 
H3 -receptors. 



7. Claims: 68-69, 78(partially) 

Use of a compound of the formula XI II for the preparation of 

a medicament acting as a ligand of the histamine 
H3-receptors. 



8. Claims: 71 T 78(partial ly) 

use of a compound of the formulae XlVa.XIVb or XlVcfor the 
preparation of a medicament acting as a ligand of the 
histamine K3 -receptors. 



9. Claims: 74,78(partial ly) 
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btf«^brudAepio«i»nNo. PCT/EP 99/65744 



FURTHER INFORMATION COMTTH UEP FROM PCTrtSA/ ZIP 

Use of a compound of the formula XVII for the preparation of 
a medicament acting as a ligand of the histamine 
H3- receptors. 

10. Claims: 75-77, 78(partially) 

Use of a compound of the formula V for the preparation of a 
medicament acting as a ligand of the histamine H3-receptors. 
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^ FADED TEXT OR DRAWING 

□ BLURED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

# COLORED OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REPERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

i 

□ OTHER: • 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning documents will not correct images 
problems checked, please do not report the 
problems to the IFW Image Problem Mailbox 



